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HE RECENT work of Christie and Peterson * has definitely estab- 

lished the relationship between sensitivity of the skin to histoplasmin 
and pulmonary calcifications, and emphasizes its importance in the dif- 
ferential roentgenographic diagnosis of healed primary tuberculosis. 
Studies by the United States Public Health Service among student 
nurses have shown a wide divergence in the geographic distribution of 
sensitivity to histoplasmin.? The percentage of reactors varies from 
68.3 in the Mississippi River basin area to as low as 1 and 2 in the 
South Atlantic and Northwestern states. 

Although Histoplasma capsulatum was established as pathogenic 
for man in 1906 by Darling and has been reported in more recent 
literature in 71 clinical cases,* 56 of which were in the United States, 
there has been no definite establishment clinically of a benign form of 
the disease producing pulmonary calcifications. Also, it must be granted 
that the presence of a positive cutaneous reaction to the prepared extract, 
histoplasmin, does not prove the causal relationship between the lesion 
which caused the calcification and the present or past infection with 
Histoplasma capsulatum. However, the regularity with which the data 
of Christie and Peterson in the endemic area of Tennessee point to 
their relationship cannot be denied recognition. The existence of a 
benign form of the disease producing pulmonary calcification seems to 
be a justifiable conclusion.” 

In a recent study of children of school age in Charleston County, 
contact tests with tuberculin and roentgenograms on 14 by 17 inch 


1. (a) Christie, A., and Peterson, J. C.: Pulmonary Calcifications in Tuber- 
culin Negative Reactors, Am. J. Pub. Health 35:1131 (Nov.) 1945; (b) Pul- 
monary Calcification and Sensitivity to Histoplasmin, Tuberculin, and Haplospor- 
angin, J. A. M. A, 131:658 (June 22) 1946. 

2. Palmer, C. E.: Geographic Differences in Sensitivity Among Student 
Nurses, Pub, Health Rep. 61:475 (April 5) 1946. 

3. Parsons, R. J., and Zarafonetis, C. J. D.: Histoplasmosis in Man: Report 
of Seven Cases and Review of Seventy-One Cases, Arch. Int. Med. 75:1 (Jan.) 
1945, 


139 





140 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


(35.6 by 43.2 cm.) paper films were made for 494 children. Table 1 
shows results of this study as to positive and negative reactors and 
pulmonary calcifications. 

It was regrettable that, because of a time element, intradermal tests 
with histoplasmin could not be arranged for all these children. How- 
ever, the 8 with pulmonary calcification and negative reactions to tuber- 
culin were reexamined, and each was given an intradermal injection of 
a 1:100 dilution of histoplasmin (furnished by Dr. J. C. Peterson of 
Nashville, Tenn.), and simultaneously an intradermal test with 0.1 mg. 
of old tuberculin was done. Results are shown in table 2. 


TABLE 1.—Results of Contact Tests with Tuberculin and Roentgenograms of 
Four Hundred and Ninety-Four Children 








Negatiye Reaction to Positive Reaction to 
bereulin Tuberculin 
= 





Roentgenogram Pulmonary - Roentgenogram Pulmonary > 
Normal Calcification Normal Calcification 


8 128 9 
1.62 25.91 1,82 





Only one of those whose reaction had been negative to the contact 
test with tuberculin reacted positively when 0.1 mg. of old tuberculin 
was injected intradermally. This child also reacted positively to histo- 


plasmin. Three gave negative reactions to both tests, and there were 
4 others who reacted positively to histoplasmin, making a total of 5 of 
the 8 with sensitivity to histoplasmin. As may be seen in table 2, a 


TaBLe 2.—Reactions to Histoplasmin and Tuberculin of Eight Children with 
Lesions Visible Roentgenologically and Negative Reactions to Contact 
Tests with Tuberculin 








Histoplasmin Tuberculin Comment 


Positive Negative Frequent prolonged visits in Kentucky 
Negative Negative In South Carolina entire life 

Negative Negative In South Carolina entire life 

Positive Positive Native of Kentnctky 

Positive Negative Native of Nashville,Tenn. ~ 

Positive Negative Visited in Kentucky for 3 mo. at 5 years 
Negative Negative Lived in Alabama until 8 years old 
Positive Negative Lived in Mississippi until 9 years old 


TT) delete fe 





totally unexpected incidental finding, all 5 who reacted positively to 
histoplasmin had either lived in or made prolonged visits in Kentucky, 
Tennessee, Alabama or Mississippi—all within the area of high incidence 
of sensitivity determined in the previously mentioned study of the United 
States Public Health Service.2 This would suggest that the problem 
of pulmonary calcification associated with sensitivity to histoplasmin is 
largely an imported one in this locality and would be relatively insig- 
nificant among untraveled permanent residents. 
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ROENTGENOGRAPHIC APPEARANCE OF LESIONS 


Three patients, T. C., T. G. and P. C. (A, B and C of the figure, 
respectively), showed what has been termed generally characteristic of 
calcifications seen in persons sensitive to histoplasmin and giving nega- 
tive reactions to tuberculin,’* namely, multiple discrete calcifications more 
or less concentrated in the inner third of the pulmonary fields bilaterally, 





























A, T. C., with positive reaction to histoplasmin and negative reaction to tuber- 
culin. B, T. G., with positive reaction to histoplasmin and positive reaction to 
tuberculin. C, P. C., with positive reaction to histoplasmin and negative reaction 
to tuberculin. 


with bilateral hilar glandular calcifications. It will be noted that 1 of 
these, T. G., reacted positively to both intradermal tests. In contrast, 
lesions of healed primary tuberculosis usually tend to be single nodules 
in the pulmonary fields with only one lymphatic course to the hilar nodes 
with few nodes calcified, though these are generally more completely 
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calcified and larger. In patients B. A. L. and M. S., who reacted posi- 
tively to histoplasmin and negatively to tuberculin, there were found 
rather large solitary calcified nodules, one of which, in M. S., appeared 
to be only partially calcified emphasizing the impression that no reliable 
distinction can be made by roentgenographic appearance alone. 

Two patients, D, P. and J. D., who reacted negatively to both 
intradermal tests, showed only equivocal calcifications, while the remain- 
ing patient, B. J. L., who also reached negatively to both tests, did 
show definite solitary calcified nodules in each pulmonary field and in 
the left hilar nodes. 


INCIDENCE OF SENSITIVITY TO HISTOPLASMIN 


In order to determine incidence of sensitivity to histoplasmin and 
to tuberculin in this locality, simultaneous intradermal tests were made 
on 121 white children in an orphan asylum in Charleston with 1: 100 
dilution of histoplasmin extract, prepared by Dr. J. C. Peterson of 
Nashville, and with 0.1 mg. of old tuberculin. Results are shown in 
table 3. 


Tasie 3.—Reactions of One Hundred and Twenty-One = to Tests 
with Tuberculin and Histoplasmin 








Positive to Negative to Positive to Negative to 
Age Groups Tuberculin Histoplasmin Histoplasmin 


Percentage of total...... 





Of the 2 children who reacted positively to histoplasmin, 1 had spent 
most of her life in Texas, while the other had always lived in Charleston. 
The roentgenogram for the former child revealed no significant abnor- 
mality, while that for the latter showed one calcified nodule in the right 
pulmonary field and several calcifications in hilar glands on the right. 

Fluoroscopic examination of 24 of the 25 children who reacted posi- 
tively to 0.1 mg. of old tuberculin revealed evidence of calcification in 
the hilar glands in 6 cases, with definite parynchymal calcification in 
only 1. 


CONCLUSION 

1. The incidence of sensitivity to histoplasmin in school children in 
Charleston, S. C., is less than 2 per cent. 

2. The appearance of calcified pulmonary lesions in children in 
Charleston, S. C., associated with sensitivity to histoplasmin, was found 
in this series to be less than 1 per cent, and appears to be primarily an 
imported problem. 
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N A PREVIOUS communication * we reported that the concentration 
of vitamin A in the blood decreases during the last trimester of 
pregnancy. Thus, the mean value of the concentration in the plasma of 
vitamin A in 70 women, six months pregnant or less, was 105.4 U.S.P. 
units per hundred cubic centimeters, whereas the mean value in 62 
patients in the third trimester was 91.1 U.S.P. units per hundred cubic 
centimeters. On the other hand, there was no significant drop in the 
concentration of carotene in the plasma during the last three months of 
pregnancy. 

In 9 of 12 women for whom the levels of vitamin A in the blood 
were determined both early and late in pregnancy, the concentration 
of vitamin A in the plasma diminished; the decreases ranged from 8 
to 88 units. No definite correlation could be ascertained between the 
fall in vitamin A in the blood plasma and the vitamin A content of 
the diet. Those women in whose blood the levels of vitamin A dropped 
to low concentrations during the last trimester of pregnancy showed 
no gross evidences of any nutritional disturbances. Dark adaptation 
tests are now being carried out on a large group of pregnant women 
to ascertain whether the low levels of vitamin A are associated with 
poor dark adaptation which, as had been shown in previous studies on 
infants and children,? becomes detectable when vitamin A deficiency 


Presented before the American Pediatric Society, Skytop, Pa. May 3, 1946. 

From the Department of Pediatrics, New York University College of Medicine 
and the Departments of Pediatrics and Obstetrics of Beth Israel Hospital. 

1. Bodansky, O.;. Lewis, J. M., and Lillienfeld, M. C. C.: The Concentration 
of Vitamin A in the Blood Plasma During Pregnancy, J. Clin. Investigation 
22:643, 1943. ; 

2. Lewis, J. M.; Bodansky, O., and Haig, C.: Level’ of Vitamin A in the 
Blood as an Index of Vitamin A Deficiency in Infants and Children, Am. J. Dis. 
Child. 62:1129 (Dec.) 1941. 
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is of moderate or pronounced degree. The results of that study will 
be reported at a later date. 

The fall in the concentration of vitamin A in the blood plasma during 
the third trimester of pregnancy is probably due to the high demands 
for vitamin A made on the mother by the fetus.t Thus, considerable 
quantities of vitamin A have been found to be stored in the livers of 
newborn infants arid even in premature infants.” 

Although there is no evidence at present that low concentrations of 
vitamin A in the blood of pregnant women are associated with clinical 
manifestations of vitamin A deficiency, it would seem desirable that the 
blood levels should be maintained at average concentrations throughout 
the course of pregnancy. The present study was undertaken to deter- 
mine whether supplements of moderate amounts of vitamin A and of 
the provitamin (carotene) could prevent the fall in vitamin A during 
the last few months of pregnancy. An opportunity was also afforded 
to study the effect of these supplements to the maternal diet on the 
concentration of vitamin A and of carotene in the blood of newborn 
infants. Information of this kind might throw some light on the trans- 
missibility of these substances through the placenta. 


I, EFFECT OF VITAMIN A AND OF CAROTENE SUPPLEMENTS 
ON BLOOD LEVELS OF PREGNANT WOMEN 

Seventy-four pregnant women comprised the first part of this study ; 

26 received 10,000 units of vitamin A daily (fish liver oil concentrate) 
and 48 received 10,000 units of the provitamin, carotene, during the 
last four or five months of pregnancy.* These women were carefully 
followed in the clinic and in their homes in order to gain assurance 
that these supplements were taken. No attempt was made to alter their 
diets, and for this reason there was undoubtedly variation from subject 
to subject in the intake of vitamin A and carotene. These conditions 
were comparable to those existing in the previous study.1 Samples of 
blood for determinations of vitamin A and carotene were obtained during 
the ninth month of pregnancy, at which time the concentration of vitamin 
A was found to be at its lowest level when no supplements were added. 
The results of this experiment are revealed in table 1. It will be 
observed that the average concentration of vitamin A in the blood of 
women receiving 10,000 units of vitamin A was 122 units, and in the 
blood of those receiving 10,000 units of carotene the level was 123. 
units per hundred cubic centimeters of blood plasma during the ninth 
month of pregnancy On the other hand, in the blood of the group of 
pregnant women whose diets were not supplemented with preparations 
of vitamin A or carotene the level was only 93 units. These data have 


3. Vitamin A was supplied by the Winthrop Chemical Company, New York,. 
and carotene by Wyeth Incorporated, Philadelphia. 
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been treated statistically, and the differences in levels between the control 
and the groups receiving supplements are statistically significant. 

As might be expected, the level of carotene in the blood of women 
receiving supplements of carotene was found to be significantly higher 
than in the blood of the women of the control group and the group 
receiving vitamin A. Thus, the average concentration of carotene in 
the blood of the group receiving carotene was 0.243 mg. per hundred 
cubic centimeters (Se,=0.0165) as compared with 0.127 mg. 
(Sen==0.0127) in the control group and 0.146 mg. (Sen=0.0132) in 
the group receiving vitamin A. In some instances the level of carotene 
rose as high as 0.450 mg per hundred cubic centimeters in the group 
receiving supplements of carotene. These women appeared well although 
they exhibited evidences of carotenemia, as, for example, yellow pig- 
mentation of the palms and the soles. 


TaBLe 1.—The Effect of Supplements of Vitamin A and Carotene During the Last 
Few Months of Pregnancy on the Levels of Vitamin A and Carotene in the 
Blood of the Mother During the Ninth Month * 








Blood Levels per 100 Ce. of Plasma 


Standard Standard 
he A, Error of Error of 





¢ 


Number of Supplements, OB Mean Carotene, Mean 
Mothers 10,000 Units Units (Sem) Mg. (Sem) 


None 98 5.49 0.127 0.0127 
Vitamin A 122 7.78 0.146 0.0132 
Carotene 123 6.30 0.243 0.0165 





* Statistical analysis of these data revealed ‘“‘P’’ values of less than 0.01 for the levels of 
vitamin A in the blood of the groups receiving supplements of carotene and vitamin A as 
compared with the controls, and hence the difference in levels in the blood is statistically 
significant. A “P’”’ value of less than 0.01 was also obtained for the level of carotene in the 

, blood of the group receiving carotene as compared with the other two groups. 


Thus, the administration of supplements of 10,000 units of vitamin 
A or of carotene brought about a maintenance ‘of normal levels of 
vitamin A in the blood throughout the course of pregnancy. Whether 
supplements of a lower unitage would have had the same effect can be 
determined only by further experiments. 


II, EFFECT OF MATERNAL SUPPLEMENTS OF VITAMIN A AND OF 
CAROTENE OF THE LEVELS IN THE BLOOD OF NEWBORN INFANTS 


In the first part of this report we have demonstrated that moderate 
supplements of vitamin A or of carotene prevented the fall of the 
level of vitamin A in the blood during the latter part of pregnancy. 
The administration of carotene to mothers also brought about a con- 
siderable rise in the concentration of carotene in the blood. We thought 
that it would be of interest to find out whether the level of vitamin A 
as well as of carotene in the blood of the newborn infant would similarly 
be affected by the administration of supplement to the mother. 
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The levels of vitamin A and of carotene in the blood of the newborn 
infant were determined by analysis of the cord blood. As may be 
recalled, cord blood represents blood from the umbilical vein as well 
as from the umbilical artery. In view of the fact that the umbilical 
vein carries blood from the placenta to the fetus, one may raise the 
question whether the vitamin A and carotene values may not be 
higher in the umbilical vein than in the umbilical artery and whether, 
therefore, analyses of cord blood would not be a true reflection of the 
amount of these substances transmitted through the placenta to the 
fetus. In order to obtain information on this point, determinations of 
vitamin A and of carotene were carried out separately on the umbilical 
vein and umbilical artery in 12 subjects. The carotene and vitamin A 
values were higher in the umbilical vein than in the umbilical artery in 
some subjects and lower in others, and there was no significant dif- 
ference in the average values of vitamin A and of carotene in these 
umbilical vessels, Thus, the average concentration of carotene in the 


TABLE 2.—Comparison of the Carotene and Vitamin A Values in the Umbilical 
Vein and the Umbilical Artery 











Carotene per Vitamin A per 
Number of 100 Ce. of Plasma, 100 Oc. of Plasma, 
Cases Mg. U. 8. P. Units 


0.016 61 
0.017 58 





umbilical vein was 0.016 and in the umbilical artery 0.017 mg. per 
hundred cubic centimeters and the concentration of vitamin A was 
61 units in the umbilical vein and 58 units in the umbilical artery.. 
Consequently, we felt justified in using samples of cord blood for 
estimating the levels of vitamin A and carotene in the blood of newborn 
infants. 

The effect of the administration of 10,000 units of vitamin A to 
pregnant women on the concentrations of vitamin A and of carotene 
in the cord blood may be observed in table 3. It will be noted that the 
average concentration of vitamin A in the cord blood of infants whose 
mothers received 10,000 units of vitamin A was 66 units and in those 
whose mothers received 10,000 units of carotene 70 units, whereas in 
the unsupplemented group the vitamin A value in the cord blood 
was 73 units per hundred cubic centimeters of plasma. ‘The level of 
carotene in the cord blood of the control group was 0.016 mg., in 
the group receiving vitamin A 0.017 mg. and in the group receiving 
carotene 0.021 mg. per hundred cubic centimeters. The higher level 
of carotene in the last group was not found to be of statistical signifi- 
cance. Thus, in spite of the administration of these supplements to 
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pregnant women, the concentration of vitamin A and of carotene was 
no higher in the cord blood of their infants than in those whose mothers 
received no supplements. 

In order to determine the effect of the administration of large amounts 
of vitamin A during labor on the concentration of vitamin A in the 


TaBLe 3.—Effect of Supplements of Vitamin A and of Carotene During the Last 
Few Months of Pregnancy on the Levels of Vitamin A and Carotene in 
the Blood Plasma of Newborn Infants (Cord Blood) 








Newborn (Cord Blood) 


Vitamin A,U.8P. Carotene, 
Number of Units per 100 Ce. Mg. per 100 Ce. 
Ca of Plasma of Plasma 
73 0.016 
10,000 units vitamin A 66 0,017 
10,000 units carotene 70 0.021* 





— 





* Statistical analysis of the values for this group and for the control group gave a “P” 
vee ane hence the difference in the levels of carotene in the blood of these groups Is 
not significant. 


cord blood, 6 parturient women were given 200,000 units of vitamin A. 
Blood was obtained from the mother and from the umbilical cord at 
delivery. The results of this experiment are represented in table 4. 
Although the maternal levels of vitamin A were raised to a significantly 
higher average value of 175 units, the concentration of vitamin A in 
the cord blood was unaffected. Our results are in essential agreement 


TaBLeE 4.—Effect of the Administration of 200,000 Units of Vitamin A During 
Labor on the Level of Vitamin A in the Blood of Mother and of Newborn Infant 








Number of U. 8. P. Units of Vitamin A per 100 Ce. of Plasma Interval Between Administra- 
r . —~ tion of Vitamin A and 
Maternal Cord Delivery, Hours 





43 16 
61 2 
109 17 
49 12 
85 6 
40 6 


175 (average) 54 (average) 





with the observations of Byrn and Eastman,’ who administered amounts 
of vitamin A ranging up to 200,000 international units to 15 women in 
labor; in no instance was the level of vitamin A in the blood of the 
newborn infant raised above the values obtained in infants whose mothers 
received no supplement. 


3. Byrn, J. N., and Eastman, N. J.: Vitamin A Levels in Maternal and 
Fetal Blood Plasma, Bull. Johns Hopkins Hosp. 73:132, 1943. 
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In another experiment a very large quantity of vitamin A (500,000 
units) was given during labor to determine whether the vitamin A con- 
tent in the umbilical cord could be increased when huge quantities of 
vitamin A were given to the mother. In this experiment, it should 
be mentioned, blood was obtained from the umbilical vein for analysis 
for vitamin A. As indicated in table 5, the values of vitamin A in the 
maternal blood rose to the average high level of 337 units, significantly 
greater than that of the control group, whereas the average concentration 
of vitamin A in the umbilical vein was only 67 units, a value no higher 
than that observed in cord blood of infants whose mothers received no 
supplements. It may also be noted in table 5 that analyses of the 
placenta of these 5 women revealed no evidence of any deposition of 
vitamin A in this organ. 


It may be recalled that the administration of 10,000 units of carotene 
to pregnant women brought about a considerable rise in the levels of 


TaBLeE 5.—Effect of 500,000 Units of Vitamin A During Labor on the Concentration 
of Vitamin A in the Blood of the Umbilical Vein and in the Placenta 








Concentration (U. 8. P. Units) of Vitamin A 
Per 100 Ce. of Plasma ‘ 
r A ~ Per Gram of 
Maternal Umbilical Placenta 


61 
67 
42 
111 
68 


67 











carotene in their blood but had no effect in raising the carotene value 
of cord blood. It was thought worth while to determine the effect of the 
administration of very large quantities of carotene to parturient women 
on the concentration of carotene in the cord blood. Accordingly 400,000 
units were given to 9 mothers during labor and samples of blood from 
the mother and from the umbilical cord were obtained at delivery. 
The results of this experiment appear in table 6, where it will be seen 
that there was not only no rise in the level of carotene in the cord blood 
but there was also no elevation in the concentration of carotene in the 
maternal blood. The question was raised whether labor had a deleterious 
effect on the absorption of carotene. A similar amount of ‘carotene 
was therefore given to several nonpregnant women and levels of caro- 
tene in the blood were determined six, twelve and twenty-four hours 
after the administration of this substance. In nonpregnant women, 
too, it was disclosed that no elevation in the level of carotene in the 
blood was brought about by a single administration of this dose of 
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carotene. However, the level of carotene in the blood was found to 
rise after this substance had been given for a period of several days. 

At first glance it would seem that the lack of rise of vitamin A in 
the cord blood, in the presence of considerable elevations in the levels 
of vitamin A in the maternal blood, following the administration of 
supplements, may be attributed to a marked limitation of the placenta in 
transmitting vitamin A to the fetus. On the other hand, the possibility 
exists that the mechanism of the fetus regulating vitamin A content is 
such that, although considerable amounts of vitamin A may go through 
the placenta, the concentration of this substance may not be elevated in 
the cord blood. 


TABLE 6.—The Effect of the Administration of 400,000 Units of Carotene During 
Labor on the Levels of Carotene and Vitamin A in the Blood of 
Mothers and of Newborn Infants 








Carotene per 
100 Ce. of 100 Ce. of Between 
Plasma, Mg. Plasma, U. 8. P. Units Carotene and 


la ae ~ Delivery, 
Maternal Cord Maternal Cord Hours 


0.232 0.029 211 62 2 
0.099 0.019 97 47 4% 
0.099 0.018 81 44 

0.120 0.019 99 73 

0.175 0.016 7 67 

0.053 0.013 42 91 

0.107 0.015 56 88 

0.253 0.022 75 44 

0.154 0.019 30 50 





0.019 85 63 





* Statistical analysis revealed that this value was not significantly higher than that of a 
gToup receiving no carotene supplement during labor. 


Preliminary experiments which we carried out in guinea pigs seem 
to support the latter possibility. Thus, when very large quantities of 
vitamin A were given to pregnant guinea pigs (5,000 units to guinea 
pigs weighing about 750 Gm.) the levels of vitamin A in the blood of 
their newborn were not elevated. On the other hand, considerable stor- 
age of vitamin A was found in the livers of the newborn guinea pigs, 
indicating good transmission of vitamin A through the placenta. It 
would seem that, at this dose in the guinea pig the fetal liver withdraws 
vitamin A so efficiently and rapidly that transmission of the substance 
through the placenta is not reflected in increased concentration in the 
blood of the newborn. Further experiments are being conducted along 
these lines. 

SUMMARY 


Seventy-four women were given 10,000 units of vitamin A or of 
carotene during the last few months of pregnancy in order to determine 
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whether these supplements would prevent the fall of vitamin A in 
the blood which normally takes place in the last trimester. The 
results of this study indicate that these supplements in the aforementioned 
dosage brought about a maintenance of good levels of vitamin A during 
the last phase of pregnancy. 

On the other hand, the vitamin A and carotene values of cord 
blood were no higher in those infants whose mothers received daily 
supplements of vitamin A or of carotene than in those infants whose 
mothers received no supplements. Furthermore, very large amounts of 
vitamin A (200,000 to 500,000 units) administered during labor had no 
appreciable effect on the vitamin A content of cord blood in spite of 
the fact that the vitamin A values in the maternal blood were consider- 
ably elevated. 

Preliminary experiments in guinea pigs indicate that the lack of 
rise in the level of vitamin A in the cord blood following very large doses 
to the mothers may be due to a fetal regulatory mechanism rather than 
to failure of transmission through the placenta. 


We were aided by the technical assistance of Miss L. Blickman and the 
cooperation of Miss M. Gray, nurse in charge of the obstetric ward. 








EFFECT OF MEASLES ON THE NEPHROTIC SYNDROME 
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CINCINNATI 


HE UNFAVORABLE effects of intercurrent infections on the 

nephrotic syndrome are well known and frequently mentioned in 
the literature. Aldrich? stated that the complications of nephrosis are 
infectious, not cardiac, while Dodd? summed up the general attitude by 
saying that “overwhelming bacterial infection is the most common cause 
of death.” Less generally recognized is the fact that intercurrent infec- 
tions may favorably modify the nephrotic syndrome, and the occasional 
published reports of such incidences are usually received with a degree 
of skepticism. 

Aldrich * reported 3 patients who were cured of nephrosis following 
streptococcic ethmoiditis and pharyngitis with a metastatic abscess and 
also bronchopneumonia. Actually in 2 of these patients the edema 
disappeared while they still had high fever. Karacsony* reported a 
cure in 1 patient following lobar pneumonia. That the type of infection 
implicated may be variable was pointed out by Clement,’ who analyzed 
reports of cures following measles, typhoid, pneumonia, otitis media, 
mastoiditis, bronchopneumonia, sinusitis and streptococcal and pneu- 
mococcal peritonitis. Schwarz, Kohn and Weiner * reported remarkable 
improvement with loss of edema and reduction of albuminuria in a case 
following acute tonsillitis. This remission was only temporary. Jonas’ 


From the Children’s Hospital Research Foundation and the Department of 
Pediatrics, University of Cincinnati College of Medicine. 

1. Aldrich, C. A.: Nephritis, in Brennemann, J.: Practice of Pediatrics, 
edited by I. McQuarrie, Hagerstown, Md., W. F. Prior Company, Inc., 1944, 
vol. 3, chap. 28. 

2. Dodd, K.: Lipoid Nephrosis: Review of Twenty-Seven Cases Seen at 
Cincinnati Children’s Hospital, Cincinnati J. Med. 26:143 (June) 1945. 

3. Aldrich, C. A.: Treatment of Nephrosis, Am. J. Dis. Child. 32:163 
(Aug.) 1926. 

4. Karacsony, G. S.: Ueber einen Fall von chronischem Nierenleiden, geheilt 
durch, hinzukommen von Pneumonie, Klin, Wchnschr. 4:455 (March 5) 1925. 

5. Clement, R.: Pyrétothérapie de la néphrose pure, Presse méd. 46:971 
(June 22) 1938. 

6. Schwarz, H.; Kohn, J. L., and Weiner, S. B.: Lipid Nephrosis: Observa- 
tions over a Period of Twenty Years, Am. J. Dis. Child. 65:355 (March) 1943. 

7. Jonas, W.: Zur Frage der Beeinflussung chronischer Nephropathien 
durch interkurrente Infekte, Klin. Wchnschr. 10:2179 (Nov. 21) 1931. 
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reported a case of remission following scarlet fever and quoted 2 similar 
cases of Eichhorst. On reviewing the literature on nephrosis it is found 
that practically every type of infection at one time or another has been 
reported as having a beneficial effect on the course of the disease. How- 
ever, of the many intercurrent infections which have been reported as 
favorably modifying, and even in some instances curing, nephrosis, 
measles is the most outstanding and has been the most consistent in its 
effect. Numerous reports * of this phenomenon have been published but 
only a few patients have been followed long enough to justify calling 
the remissions definite cures. The majority of the patients have relapsed, 
oftentimes after many months of apparent well-being. 

Debré and his associates *” reported a case of the nephrotic syndrome 
in which a remission of three months’ duration at least was. precipitated 
by measles. This patient had been ill for four years and experienced 
not only clinical but also chemical recovery. The serum proteins and 
the cholesterol returned to normal levels and the urine became albumin 
free. These authors also discussed 15 other cases, primarily from the 
French literature, and noted that among them in only 3 instances was 
the remission permanent. These were the cases of Tezner and Stross," 
Nové-Josserand,*" and Dufoix.*° 


8. (a) Schwarz and others.¢ (b) Debré, R.; Marie, J.; Seringe, P., and Grenet, 
P.: Néphrose lipoidique guerie par la rougeole, Bull. et mém. Soc. méd. d. hdp. de 
Paris 54:1683 (Dec. 12) 1938. (c) Apert, E.: Deux cas de coincidence de néph- 
rose lipoidique avec la rougeole, Monde méd. 43:637 (May 15) 1933. (d) Weill- 
Hallé, B., and Abaza, A.: Néphrose lipoidique chez un enfant de vingt et un 
mois; evolution favorable aprés une complication de rougeole, Bull. et mém. Soc. 
méd. d. hép. de Paris 49:994 (July 17) 1933. (e) Weill-Hallé, B.; Papaioannou, 
M., and Léwi, S.: Néphrose lipoidique postérieure 4 une néphrite augue; influence 
favorable d’une rougeole iritercurrente, ibid. 52:1623 (Dec. 14) 1936. (f) Clement, 
R., in discussion on Weill-Hallé, Papaioannou and Léwi,’* p. 1628. (g) Gautier, 
P., and Schoenau, M.: La néphrose lipoidique chez l’enfant, Med. inf. 40:214 
(July) 1933. (h) Lesné, E.; Oberling, C., and Launay, C.: Etude clinique et 
histopathologique d’un cas de nanisme au cours d’une néphropathie chronique 
(néphrose-néphrite), Bull. et mém. Soc. méd. d. hép. de Paris 52:881 (June 8) 
1936. (4) Tezner, O., and Stross, J.: Der Einfluss der Masern und des Nirvanol 
exanthems und der Verlauf der genuinen Nephrose, Monatschr. f. Kinderh. 49:1 
(Jan.) 1931. (7) Maggi, R., and Sujoy, E.: Sobre un caso de nefrosis lipdidica 
mejorado notablemente por un sarampion intercurrente, Semana méd. 2:431 
(Aug. 22) 1940. (k) Montagna, C. P., and Rimoldi, A. A.: Evolucién favor- 
able d: una nefrosis lipédidica por un sarampién intercurrent, Arch. argent. de 
pediat. 9:617 (June) 1938. (J) Balducci, E., and Dorigo, A.: Su due. casi di 
nefros: lipoidea grave con esito in guarigone clinica duratura dopo un morbillo 
interco rente, Clin. pediat. 17:849 (Dec.) 1935. (m) Heymann, W., and 
Startzrian, V.: Lipemic Nephrosis, J. Pediat. 28:117 (Feb.) 1946. (n) 
Nové-Josserand, L.; Rougier, M., and Feuillade, M., cited by Debré, ‘Marie, 
Seringe and Grenet.8> (0) Dufoix, M., cited by Debré, Marie, Seringe and 
Grenet.8> (p) Wadi-Jabloury, cited by Debré, Marie, Seringe and Grenet.® 
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Schwarz, Kohn and Weiner® reported 2 children who improved 
after having measles. In 1 of them there developed later slight edema 
and albuminuria, which disappeared. He was considered to be well 
seven years after the intercurrent infection. The second patient, who 
was 19 years old at the time of the report, had no symptoms subsequent 
to his infection with measles but did show an increase in the number of 
red blood cells and casts as determined by the Addis count. The authors 
failed to mention at what age he had measles. 

More recently Heymann and Startzman *™ reported on 4 nephrotic 
children whose disease was complicated by measles. One died of toxic 
pneumonia, 1 became worse during the eruptive stage but recovered 
his original status, and the remaining 2 had temporary periods of improve- 
ment with albumin-free urine and reversal of the blood chemistry find- 
ings. However, both of these patients relapsed following subsequent 
respiratory infections. — 

This report deals with observations on 6 patients with nephrosis in 
whom measles developed while they were hospitalized during the spring 
of 1946. On only 5 of these were sufficient data obtained to permit 
critical analysis. 

REPORT OF CASES 


Case 1—A. D., an 18 month old white girl, was admitted to the hospital on 
Feb. 27, 1946 because of generalized edema and abdominal ascites. She had been 
well until ten days prior to admission, when she awakened with edema around 
the eyes which three days later spread to involve the face, the upper, and finally 
the lower, extremities. There was no history of infection of the upper respiratory 
tract or urinary complaints. Her past history was normal. Her father had 
asthma. 

Physical examination revealed an irritable, pale, well nourished child with 
generalized edema and ascites. The hemoglobin content of the blood was 13.6 
Gm. per hundred cubic centimeters; the red blood cells numbered 5,750,000 and 
the white blood cells 9,050 with a normal differential count. The urine showed 
a 4 plus reaction to albumin and an occasional white blood cell in the sediment. 
Chemical analysis of the blood revealed a nonprotein nitrogen content of 32 mg. 
per hundred cubic centimeters; total serum protein, 3.6 Gm., with albumin 1.1 Gm. 
and globulin 2.5 Gm., and cholesterol 536 mg. 

The patient was kept at rest in bed, given a regular diet of low salt content 
and received sulfadiazine for prophylaxis. The weight remained stationary for 
the first two weeks and then increased progressively. A heavy albuminuria was 
persistent. On several occasions microscopic examination of the urine showed 
from 8 to 20 red blood cells per high power field in centrifuged specimens. On 
her twentieth day in the hospital she was exposed to measles and was given 
5 cc. of a gamma globulin preparation. On the thirty-second day an abdominal 
paracentesis was performed with removal of 2,000 cc. of fluid. 

On the thirty-fourth day in the hospital the prodrome of measles developed 
and five days later a typical rash appeared. On the day of the eruption, for the 
first time during her hospital stay, the urine was albumin free. Also on this day 
copious diuresis started, and within eleven days the child lost 4,500 Gm. in weight. 
The paracentesis wound -was not draining. Coincident with the loss of edema 
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there was a dramatic change in her appearance and behavior. She became alert 
and active and played and ate well. The changes in the chemical constituents of 
the blood were equally marked, as is shown in chart 1. Ten months after the 
onset of measles she is still apparently well. Blood chemical findings are normal, 
and she shows no or slight albuminuria. 


Case 2.—J. S., a white boy aged 6% years, entered the hospital on Feb. 15, 
1946, with marked generalized edema and ascites. The attack had begun three 
days previously with puffiness of the face, and shortly afterward the abdomen 
was noted to be swollen. He voided less than usual but the urine was said to be 
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Chart 2 (patient J. S.).—The effect of measles on nephrosis; changes of body 
weight, serum and urine. 





normal in appearance. In the preceding six months he had had three similar 
transient episodes of swelling lasting only two or three days. During these 
periods he appeared well except for the edema and had a good appetite; there 
was no associated respiratory infection. The last attack occurred four weeks 
prior to admission. The previous history was otherwise without significance. 

Physical examination of the child revealed generalized edema and ascites and 
moderately enlarged tonsils with mild infection. The rectal temperature was 
7 C. (99.8 F.). The blood pressure was 116 mm. of mercury systolic and 76 mm. 
iastolic, : 
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Blood studies revealed 4,840,000 red blood cells, 13.9 Gm. of hemoglobin per 
hundred cubic centimeters and 10,000 white blood cells with a differential count 
of polymorphonuclears 71 per cent, lymphocytes 23 per cent, eosinophils 5 per cent 
and monocytes 1 per cent. The urine showed a 4 plus reaction for albumin and 
an occasional white blood cell per high power field. Chemical studies on admission 
revealed per hundred cubic centimeters of blood serum or plasma: nonprotein 
nitrogen 41 mg., carbon dioxide content 55.3 cc., cholesterol 611 mg., total protein 
2.8 Gm., of which 0.4 Gm. was albumin and 2.4 Gm. was globulin. The serum 
chloride was 103 milliequivalents per liter. 

At first the course in the hospital was uneventful except for the persistence 
and gradual increase of the generalized edema. The patient was placed on a diet 
of low salt content. The specific gravity of the urine fluctuated around 1.02 and 
the plasma nonprotein nitrogen, which had been slightly elevated on admission, 
dropped to 32 mg. Because of the increasing edema and some respiratory -embar- 
rassment from the ascites an abdominal paracentesis was done and 2,500 cc. of 
milky fluid removed, the protein content of which was 76 mg. per hundred cubic 
centimeters. Because he had been exposed to measles 5 cc. of gamma globulin 
was given two days later. Five days after that there was an increase ‘in edema 
coincident with an elevation of body temperature. Ten days after the exposure 
to measles Koplik spots were seen and a faint morbiliform eruption appeared on 
the face and later spread over the chest and abdomen. As the rash began to 
fade and the fever to subside there was a dramatic improvement in his general 
condition. Pronounced diuresis occurred, and the urine became albumin free for 
the first time since hospitalization. There was also an equally marked change 
in the chemical findings of the blood. The total serum protein rose to 5.6 Gm. 
per hundred cubic centimeters, of which 4 Gm. was albumin. The serum cholesterol 
dropped to 204 mg. Because he appeared to be well following this “complication” 
he was discharged from the hospital and followed as an outpatient. After a 
remission of three and a half months he relapsed to his premeasles status. 


Case 3.—First Admission—J. F., a 4 year old white boy, was admitted to the 
hospital on Oct. 24, 1945 with a history of swelling of his face for three weeks 
and of his abdomen, legs and genitalia for three days. He had been normally 
active and afebrile and had eaten fairly well. One week after the onset of the 
illness he had a mild infection of the upper respiratory tract. The previous history 
was not significant. : 

At the time of admission he exhibited generalized edema of severe degree of 
his legs, feet and scrotum. The periorbital edema had almost closed the eyes, and 
the abdomen was tense with fluid. The blood pressure was’98 mm. of mercury 
systolic and 70 mm. diastolic. The rectal temperature was 37.5 C. (99.5 F.). 

Initial examination of the blood revealed: 4,550,000 red blood cells, 12 Gm. 
of hemoglobin per hundred cubic centimeters and 10,900 white blood cells with a 
normal differential count. The urine showed a 4 plus reaction for albumin and 
was loaded with red blood cells. Three to four granular casts were seen per 
high power field. The specific gravity was 1.028. Chemical studies of the blood 
on admission revealed: nonprotein nitrogen 38 mg. per hundred cubic centimeters, 
a total serum protein of 3.9 Gm., of which 1.3 Gm. was albumin, and serum choles- 
terol of 622 mg. 


During his two months’ stay in the hospital he was given a diet of low salt 
content, on which he gradually lost the greatest part of his edema. The blood 
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pressure remained normal and the nonprotein nitrogen, serum protein and choles- 
terol were little changed. The urine, of normal specific gravity, always showed 
large amounts of albumin and contained red blood cells although not in as great 
a number as on admission. 

Second Admission.—Eight. days after discharge a cold and cough developed 
and the patient rapidly became edematous. The physical findings again were 
essentially as before, but this time he had a temperature as high as 39.5 C. 
(103.1 F.) for four days. Therefore he was given sulfadiazine. The fever soon 
subsided, but the sulfadiazine was continued for prophylaxis. Daily blood pressure 
readings were normal. The urine always contained large amounts of albumin 
and usually 3 or 4 red blood cells per high power field. The nonprotein nitrogen 
was 27 mg. per hundred cubic centimeters and the total serum protein 3.3 Gm., 
with 1.3 Gm. of albumin. 

By the use of small amounts of acacia and mercurophylline a fair diuresis was 
produced. Five weeks later he was again nearly free of edema and was allowed 
to go to a convalescent home. 

Third Admission.—Following discharge from the hospital he again became 
more edematous and seven weeks later was readmitted. At this time he was more 
edematous than previously and in slight respiratory distress. Because of the 
possibility of exposure to measles on the ward 4 cc. of gamma globulin -was given 
on admission. An abdominal paracentesis was performed and 3,500 cc. of fluid 
was removed. Six days after admission fever and a mild cough developed; on 
the nineteenth hospital day an eruption appeared which was typical of measles. 
This occurred in spite of a second injection of 5 cc. of gamma globulin on the 
thirteenth hospital day. During the febrile and preeruptive period he became 
more edematous though the food and fluid intake was low. Two days before the 
appearance of the eruption diuresis started and continued for the succeeding twelve 
days. Following this episode there was an increase in the total serum proteins, 
with the greatest gain being in the albumin fraction. The serum cholesterol 
dropped appreciably. The urine reflected this remission only for a short time. 
On one day only was he albumin free and for two successive days the albuminuria 
was slight. Shortly thereafter large amounts of albumin appeared in the urine 
(chart 3). 

Subsequently he again became edematous and was, given thyroid extract in 
subtoxic amounts. While taking this medication the edema disappeared, and when 
he was last seen five months later, which was ten months after the infection with 
measles, he was still free of edema and doing well. 


Case 4.—First Admission—S. L., a 2 year old white girl, was admitted to 
the hospital on March 26, 1945 with a history of mild generalized swelling of one 
week’s duration. Three days prior to admission her eyes were noted to be puffy 
and her abdomen to be distended. She had gained 2 Kg. in weight in the preceding 
two weeks. Except for intermittent attacks of bronchial asthma since the age of 
9 months the child had been well. 

Physical examination revealed a mild generalized edema with pitting .of the 
legs and. puffiness of the eyes. The abdomen was slightly distended and contained 
fluid. The blood pressure was 80 mm. of mercury. systolic and 50 diastolic. The 
temperature was 37 C. (98.3 F.). 

Studies of the blood on admission revealed 4,130,000 red blood cells, 13.2 Gm. 
of hemoglobin per hundred cubic centimeters and 6,700 white blood cells, with a 
normal differential count. The urine gave a 3 plus reaction for albumin and the 
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microscopic examination of the sediment gave normal results. The specific gravity 
was 1.017. An examination of the blood showed a total serum protein of 3.9 Gm. 
per hundred cubic centimeters with 2 Gm. of albumin. The nonprotein nitrogen 
was 40 mg. and cholesterol 645 mg. per hundred cubic centimeters. 

During her four weeks in the hospital she gradually became free of edema 
without specific therapy. A catarrhal otitis media developed during this period, 
and she had fever for five to six days. Her weight during this period was 
stationary. The urine continued to show large amounts of albumin without signifi- 
cant numbers of cellular elements. The nonprotein nitrogen dropped to 28 mg. 
per hundred cubic centimeter, but the remainder of the chemical findings of the 
blood remained essentially unchanged. 

Second Admission—During the interim she had done well and had had no 
edema although the urine had always shown albumin in small amounts. Seven 
days previously generalized edema again occurred, the albuminuria increased, and 
oliguria developed. Concomitant with the appearance of the edema the asthma 
also seemed, to be worse than usual. 

At this time the blood findings were similar to those on the first admission. 
The nonprotein nitrogen was 38 mg. per hundred cubic centimeters; the total 
serum protein was 3.2 Gm. with 1.2 Gm. of albumin. The urine, however, showed 
albumin (4 plus) and 5 to 10 red blood cells per high power field. 

For the next four months there was little change. The child remained markedly 
edematous while various types of therapy were tried. She received whole blood, 
plasma, acacia and mercurophylline, and paracentesis was performed whenever the 
ascites became excessive for comfort. Blood and urine remained essentially 
unchanged during this period. She continued to show albumin (4 plus) and 4 to 
10 red blood cells per high power field daily. The blood pressure was always 
normal, When some of the edema disappeared she was allowed to go home. 

Third Admission.—After a two week stay at home, during which time edema 
reaccumulated, the child was again admitted*to the hospital. As before, the urine 
showed a 4 plus reaction for albumin and contained 5 to 10 red blood cells per 
high power field. The serum protein was still low and the cholesterol high. 
She was treated with plasma and whole blood and abdominal paracenteses were 
performed whenever respiratory embarrassment was present. From time to time 
she had mild asthmatic attacks with typical wheezing, and siblant rales could be 
heard throughout both pulmonary fields. The blood pressure was normal but 
the nonprotein nitrogen fluctuated between 30 and 40 mg. per hundred cubic 
centimeters. The urine usually showed 20 to 30 red blood cells per high power 
field. About three months after hospitalization, without any significant change in 
the general nephrotic picture, she began to have fever. Edema at this point had 
so progressed that a paracentesis was necessary, and 2,000 cc. of fluid was removed. 
Fever persisted and a cough developed. Eight days later an eruption typical of 
measles appeared. During the two days prior to the appearance of the eruption 
the edema increased, but when the eruption appeared copious diuresis and loss of 
weight occurred. There was a marked drop in the serum cholesterol from 
983 mg. per hundred cubic centimeters at the time of the onset of fever to a low 
of 69 mg. six days after the fever and measles had subsided. There also was a 
slight increase in the total serum proteins and in the albumin fraction. The urine 
was unchanged (chart 4). This was the first remission of any significance since 
shortly after the onset of the disease thirteen months previously. Seven months 
later, when last seen, the condition still was in a state of remission and though 
hypoproteinemia was still present there was little edema. 








N 


‘ 
- 


ASES OF CHILDRI 


F DISE 


7) 


AMERICAN JOURNAL O 


160 





8uUlan pue lubitos “JUSIOM Apoy Jo sesueyo i stsouydou UO SA[SBoUl JO JIVHye YY LL Cs = yUstized) te wMEeYD 




















NOILVAN3SS8O 3O SAVG “*S 
i ¢s od so os SS os Se Ov se oe Sz oz SI ol Ss ° 
VIMALVWSH ht ttt eeee pee eeeens — 
Ov-ii 
OO!-it 
ooi< 
4adH/O8U 
teat nes ee mci ee & Ge: He a. .t6htlCUChL eee 
+ + ++ ++ + ++ + +++ + + + +444 ++ + + 
+. + + + + ++ + + > +444 ++ + 
‘2290017 bw che Salhc Sched a daMialig hadi ° 
OYSLSIIOHD WNY3S A 002 
iv 
009 
008 
000' 
a] 
“bw 
22001/'W9 eccccccepecccecece ‘0 
NImNg0719 
NINNE IV 
SNI3LONd WNY3S ’ 
v 
“WO 
JQVYHSILNSD eseeeveeeeeeeeeweene ee eee ee 
BYNIWY3dWAL AGOS S 
Pee 
Lec 
4 
4 
—Ov e 
9 
5K ORO i 
ail ae LABS 
LHOISM AGOS Si 
di 


t 





a j 6! 
SISSLINZ9VeVE ' $3 SvaW 1 ¢ 





serum and urine. 


changes of body weight, 


v 
v 
- 
= 
v 
v 
v 
v 
« 
4 
3 
t 
- 
C 
rv 
eo 
iy 
t 
, 
v 
+4 
ba 
t 
| 


Ms, P 


T 


Chart 4 (patient S. 


BLUMBERG-CASSADY—MEASLES AND NEPHROSIS 161 


Case 5.—M. T., a 3% year old white boy, was admitted to the hospital on 
June 2, 1945. He had been well until two weeks prior to admission, when a 
mild infection of the upper respiratory tract developed. One week later he was 
first observed to have edema of the eyelids, scrotum and extremities. His urinary 
output decreased markedly. 

Physical examination on admission revealed a well developed, well nourished, 
irritable white boy, not acutely ill. The only positive findings were generalized 
edema and a moderate amount of free abdominal fluid. The blood pressure 
was 160 mm. of mercury systolic and 98 diastolic... The urine showed albumin 
(4 plus), granular casts and a specific gravity of 1.035. The hemoglobin was 
13.9 Gm. per hundred cubic centimeters, the red blood cells numbered 4,520,000 
and the white blood cells 8,800 with a differential count of polymorphonuclears 
62 per cent, lymphocytes 34 per cent, eosinophils 3 per cent and monocytes 1 per 
cent. Chemical studies on admission revealed per hundred cubic centimeters of 
blood serum or plasma: nonprotein nitrogen 34 mg., total protein 3.8 Gm. of 
which 1.9 Gm. was albumin, cholesterol 572 mg. and calcium 8.8 mg. 

The patient remained in the hospital for twenty-seven weeks. Since there 
developed repeated infections of the upper respiratory tract which necessitated 
treatment with sulfadiazine he was put on prophylactic treatment with sulfadiazine 
for the remainder of his hospital stay. Six abdominal paracenteses were per- 
formed and large amounts of fluid were removed on each occasion. Three 
transfusions of whole blood were necessitated by anemia. The urine on several 
occasions showed 50 to 60 red blood cells per high power field. The blood non- 
protein nitrogen became elevated and remained between 48 and 58 mg. per hundred 
cubic centimeters and the cholesterol ranged between 500 and 1,100 mg. Heavy 
albuminuria persisted. Serum albumin was reduced to 0.4 Gm. and serum globulin 
tc 18 Gm. at one time. The blood pressure remained normal. After his last 
paracentesis, diuresis began spontaneously, and he was discharged to a convalescent 
home. ; 

In the next six months the patient had eight more admissions for the purpose 
of abdominal paracentesis. On his fourth admission he remained in the hospital 
for two and one-half months, during which time he required six paracenteses and 
four transfusions of whole blood. On one occasion he was given 30 Gm. of 
acacia intravenously followed by 1 cc. of mercurophylline on three successive days 
without effect. On another occasion he was given 500 cc. of plasma on alternate 
days for three days and injection of mercurophylline, without effect. At one time 
the blood nonprotein nitrogen reached 97 mg. per hundred cubic centimeters and 
the urine was loaded with red blood cells. 

During the course of this admission several cases of measles appeared on the 
ward, and he was exposed several times. After each exposure he was given 
2 to 5 cc. of gamma globulin. On April 10, 1946 a‘febrile episode developed 
and lasted five days, with the temperature reaching 39.4 C. (102.9 F.). On the 
fourth day Koplik spots were observed. He was transferred to the contagious 
ward. On the fourth day the temperature fell to normal. An exanthem did not 
develop. It was presumed that a modified case of measles developed. There was 
no great change in his nephrosis, but a definite increase in the serum albumin 
and a fairly marked drop in the serum cholesterol occurred. Two weeks later 
7,500 cc. of fluid was removed from the abdomen (chart 5). 

During the following two months his condition deteriorated and frequent 
paracenteses were necessary. He refused to eat and became pale and weaker. 
He vomited on several occasions during his last stay at home and continued to 
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do so in the hospital. In spite of his edema he appeared dehydrated, and his 
eyes became sunken. He also had a moderately severe diarrhea, in the course of 
which the plasma chlorides fell to 85.6 milliequivalents per liter. Parenteral fluids 
were administered, and he responded temporarily. Vomiting and marked irri- 
tability recurred within a few days, and on July 6, 1946 he went into circulatory 
collapse and died. 

Postmortem examination revealed large lobulated kidneys of approximately 
twice the normal weight. The capsules were thin and were stripped with ease, 
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leaving the renal surfaces smooth. The cut surface was slightly mottled and light 
yellow. The cortex was moderately reddened, swollen and of increased thickness. 
The pyramids were moderately congested. There was no obstruction of the urinary 
tract. Microscopic examination showed slight subacute glomerulonephritis with 
tubular swelling. 
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In addition, there was an organized thrombus of the inferior vena cava, the 
right hepatic vein and the portal vein, with marked chronic passive congestion of 
the right lobe of the liver, the spleen, enteric tract and kidneys. Ascites was 
present and also extensive varicose veins on the neck, chest, upper part of the 
abdomen and lower extremities. The thrombosis of the portal vein extended 
into the liver and distended the vein throughout its length. The heart was of 
average weight. There was marked dilatation of the right atrium and right 
ventricle. There were no valvular deformities or septal defects. The coronary 
arteries, the aorta, the lungs and the bronchial tree were normal. There was 
moderate mesenteric lymphadenopathy. 

CLINICAL FEATURES 

Clinically’ our patients readily fell into two groups—those (cases 1 
and 2) who had the picture of nephrosis with edema, albuminuria, low 
serum protein, hypercholesteremia and normal blood pressure and those 
(cases 3, 4 and 5) who had the same picture with a nephritic element, 
that is, azotemia and numerous red blood cells in the urine. It would 
appear that the two groups differed in their response to measles. 

In the 2 patients who had what appeared to be uncomplicated 
nephrosis the modification of the disease was spectacular. In the first 
patient (chart 1), during the eruptive stage of the measles marked 
diuresis took place with the loss of 4,000 Gm. of weight. This appeared 
to be due almost entirely to the loss of edema fluid since for the first 
time after the onset of the nephrosis the child was free of edema. During 
the febrile and preeruptive stage there had been such marked increase 
in edema and ascites that a paracentesis had to be performed to relieve 
respiratory embarrassment. In spite of this nearly 2,000 Gm. was 
gained back before the diuresis took place with the appearance of the 
eruption. Even more striking were the changes in the urine. Whereas 
previously she had always shown heavy albuminuria she was now 
albumin free. There was a return of the chemical constituents of the 
blood to a normal value with the diuresis. The total serum proteins rose 
from the usual 3 to 4 Gm. per hundred cubic centimeters to 7 Gm. and 
the albumin from 1.1 Gm. to 5 Gm. The cholesterol dropped from 570 
to 170 mg. per hundred cubic centimeters. When seen five months 
later she still was well. 

The remission in the case of the second patient (chart 2) was just as 
spectacular, but his illness had not been of so long a duration. Seven 
days before measles developed he also had an abdominal paracentesis 
but likewise gained weight (edema) during the prodromal stage. Two 
days after the appearance of the eruption diuresis began and did not stop 
unti over 8,000 Gm. of weight was lost. He too was edema free for 
the first time during his two months of illness. Likewise his urine 
became albumin free; the serum protein and the cholesterol returned to 
normal values. After a remission of three and a half months he relapsed 
to his previous status without any apparent precipitating cause. 
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Other than the usual discomfort which comes with the fever, irrita- 
bility and cough of measles, these 2 children never appeared to be 
seriously ill. Both were given sulfadiazine during their entire illness 
and no ill effects could be attributed to the “complication” of measles. 

The second group—those with nephrosis and evidence of nephritis— 
showed improvement which was neither as marked nor as lasting as that 
of the first group. Patient 3 (chart 3) gained about 1,000 Gm. in 
weight during the preeruptive stage but lost 3,000 Gm. beginning two 
days before the appearance of the eruption. His urine, which had also 
shown 3 to 4 plus reaction to albumin, showed only a trace for two days 
and none for one day. Also, the red blood cells, which had been present 
in large numbers, disappeared completely during the same three days. 
The serum proteins became elevated and the cholesterol dropped to 
normal value. However, within a week there was a _ reversal to the 
premeasles state of the edema and blood and urinary findings. 

Patient 4 (chart 4) showed little urinary change, as she never 
became albumin free nor showed any decrease in hematuria. However, 
after a gain in weight during the preeruptive stage she began to have 
diuresis and lost 3,000 Gm. of body weight, and visibly lost edema. The 
diuresis began on the day after the appearance of the eruption. The 
serum protein rose from a total of 1.9 Gm. per hundred cubic centimeters 
during the height of the fever to 4 Gm. nine days later. Most remark- 
able of all was the sharp drop in serum cholesterol. This had always 
been at 900 to 1,000 mg. per hundred cubic centimeters, but at the height 
of the fever it dropped to 672 mg. and nine days later to 150 mg. Five 
months after she had measles she was still practically free of edema, the 
serum cholesterol was normal and serum proteins were higher than 
usual, but the urine was little changed. She now eats well, plays and is 
nore active than at any time in the last year. 

The fifth patient (chart 5) showed the least change. His attack of 
measles was mild and he did not have the same degree of fever as the 
others. He had received gamma globulin on numerous occasions and his 
measles was so modified that had there not been a measles epidemic with 
frequent opportunity for exposure, the diagnosis would have been 
difficult to make. His edema was mostly in the form of ascites with slight 
edema in the lower extremities. Usually after paracentesis, which had 
to be performed frequently, the edema would disappear from the legs. 
During the febrile stage of the measles he gained in weight but lost only 
about 1,000 Gm. with the appearance of the eruption. The total serum 
proteins attained a slightly higher value than usual and the serum 
cholesterol dropped to almost one half of its previous level. The urinary 
findings were unchanged. Almost immediately afterward he gained in 
weight as he usually did after abdominal paracenteses. How much 
permanent loss in weight could be expected in view of the thrombosis 
of the vena cava and hepatic veins is questionable. 
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The sixth patient will be reported on only briefly since there are 
insufficient data available on her. Her nephrotic condition is of long 
duration and she has always had large amounts of albumin and red 
blood cells in her urine. During her illness with measles she gained 
weight in the febrile period but lost 4,000 Gm. during the ensuing 
diuresis. Albuminuria decreased for six days but never disappeared 
during the period of diuresis. Chemical studies of her blood were not 
done. 

COMMENT 


Though remissions of nephrosis have been observed to occur spon- 
taneously, it seems more than coincidence that they should occur so 
often and usually at about the same stage of the measles. Much seems 
to depend on the amount of glomerular damage. This is shown in our 
series in which the 2 patients with the picture of an uncomplicated 
nephrotic syndrome showed the most spectacular effects, whereas the 3 
whose illness had a nephritic element showed less marked change. The 
effect of the extent and duration of the elevation of temperature is still 
not clear, but it is interesting to note that in the 2 patients whose course 
was most affected the fever was higher and lasted longer. 

These observations appear indeed surprising in the light of present 
day concepts of the pathology of nephrosis. The ability of measles to 
cause marked remission of the disease indicates strongly that the 
mechanism responsible for nephrosis, whatever it may be, is reversible. 
The rapidity with which the remissions occurred suggests that the inflam- 
matory and/or degenerative changes of the disease may be either much 
more promptly reversible than is generally believed or of lesser extent. 

The mechanism by which measles precipitates a remission is obscure 
at the present time. Its apparent greater effectiveness compared with 
other diseases in producing such an effect suggests that fever per se may 
not be the decisive factor. This impression is further strengthened by the 
usual ineffectiveness of fever therapy in modifying nephrosis. It well 
may be that the response of the body to an infection with a virus par- 
ticularly often includes a change of the metabolism which in some 
manner modifies the course of nephrosis. 

The effect of infection with measles on the serum proteins and 
cholesterol deserves some comment. In all cases a prompt, and in some 
cases a dramatic, change toward normal occurred. The observations 
on case 4 indicate that the changes of the cholesterol may precede the 
alterations of the protein level.. This has also been suggested by French 
observers.8® The rapidity with which the change in the chemical con- 
stituents of the plasma occurred may lead one to infer that the measles 
infection affected the general metabolism of the body, perhaps in par- 
ticular the liver. The observations also support the belief that nephrosis 
is a disease not of the kidney alone. 
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The gratifying effects of measles on nephrosis lead one to raise the 
question of adding measles to the armamentarium of therapy of the 
nephrotic syndrome. In former times before discovery of the sulfon- 
amide compounds and antibiotics such a proposal would have appeared 
fraught with danger, for it should not be forgotten that complicating 
secondary infections were a common cause of death in measles and 
nephrosis. Now, however, when secondary infections can easily be 
controlled one may be less hesitant. 


SUMMARY 


Five patients with nephrosis were observed during intercurrent 
infections with measles. Two of the patients had the picture of the 
nephrotic syndrome with edema, albuminuria, hypoproteinemia, hypo- 
albuminemia, hypercholesteremia and normal blood pressure and 3 had 
the same picture with a nephritic element, that is, azotemia and significant 
hematuria. In the 2 patients with the uncomplicated nephrotic syndrome 
the disease subsided as judged by the clinical and chemical evidence. 
One of these was still apparently well when last seen ten months later 
while the other relapsed after a remission of three and a half months. 
The remaining 3 patients experienced only transient modification of 
their disease. 

The 5 patients were given chemoprophylaxis, and no ill effects could 
be attributed to their infection with measles. 

Reports of four or five complete cures of nephrosis by infection with 
measles were found in reviewing the literature. Modification of the 
nephrosis in patients with measles has often been reported. 

Infection with méasles has been more effective in causing a remission 
of nephrosis than any other therapeutic agent that we have used. 


Children’s Hospital Research Foundation. 
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UPLICATIONS of the alimentary tract, or, as they have been 

more commonly called, enterogenous cysts or diverticula, are of 
great rarity, especially in the rectum. Because of its rarity, the diffi- 
culty of making a correct diagnosis and of selection of proper thera- 
peutic measures, this entity is of special interest. 

It has been recommended that the term “duplication of the alimen- 
tary tract” be substituted for the term “enterogenous cyst” or “enter- 
ogenous diverticulum.” Since these tumors appear to have a common 
origin and present similar problems, Ladd and Gross have advocated 
that they be grouped under one inclusive term. 

“Duplications of the alimentary tract are hollow structures which 
possess a muscular coat . . . and are lined with epithelium similar to 
that found in some portion of the gastro-intestinal tract.”* They 
may arise in any portion of the tract from the tongue to the anus, the 
most common site being the ileocecal valve, and may present themselves 
in any position at the periphery of the intestine—that is, antimesenteric 
or mesenteric, often lying between the folds of the mesentery. Their 
position in the wall of the alimentary tract also varies in that they 
may be found in the subserous or submucous layers. The shape like- 
wise is inconsistent and can be tubular or globular, so that a variable 
length of bowel (a duplication) blind on both ends may exist in close 
proximity to the main intestine or even inside it.2_ The muscular coat 
is usually adherent to the muscularis of the alimentary tract, and the 
duplication may or may not communicate with the adjacent lumen. 
In those instances in which such communication exists, the contents 
of the duplication will usually be similar to those of the neighboring 
intestinal tract. The following case is an exception to this general rule. 
Those without a communication to the lumen are cystic and contain a 
clear, colorless mucoid substance. 


1. Ladd, W. E., and Gross, R. E.: Surgical Treatment of Duplication of the 
Alimentary Tract: Enterogenous Cysts, Enteric Cysts, or Ileum Duplex, Surg., 
Gynec, & Obst. 70:295-307 (Feb.) 1940. 

2. Mehn, W. H., and Morrow, W. J.: Enterogenous Cyst of Ileocecal Region, 
J. Pediat. 28:605-609 (May) 1946. . 
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_ Histologically, the structure is always of entodermal origin, but 
the epithelium lining the tumors is not always similar to that portion 
of the tract to which it is attached. For instance, in one of the cases 
of Ladd and Gross there was a cyst on the tongue which was lined with 
colonic mucosa. This variation has likewise been emphasized by 
Ewing.® 

The microscopic picture may show all elements of the enteric tract 
with the mucosa composed of cuboidal stratified or cylindric cell structure.‘ 

Two theories have been advanced regarding the etiology of enteric 
duplications. The first is that a portion of the epithelium becomes 
detached or pinched off from the: primordial alimentary tube during 
embryonic life, developing into a cyst or diverticulum; the second, and 
most generally accepted, is that they arise from diverticula from the 
embryonic entodermal tract during early life. Lewis and Thyng® have 
shown that diverticula are often present in the fetal alimentary tract 
of rabbits, pigs, and man. These normally regress, but in those instances 
in which a pinching off or persistence of one of the diverticula exists, an 
alimentary duplication results. 

This condition usually gives symptoms during infancy or childhood, 
but has been found in adults of all ages. The symptoms which are 
produced by this entity are due to’: “(1) Obstruction of the alimen- 
tary tract by extrinsic regional pressure; (2) pain produced by disten- 
tion of the cystic structure; and (3) hemorrhage because of interference 
with the intestinal blood supply, leading to sloughing of the intestinal 
mucosa.” “Of 34 cases, collected from the literature by Hughes-Jones, 
the clinical picture of intestinal obstruction existed in 14, intussusception 
in 6 and volvulus in 3. In some instances the patient was thought to be 
suffering from appendicitis.6 The physical examination may reveal 
a definite palpable mass in the abdomen, often movable, and increased 
peristalsis which may be heard if not seen. Roentgenologic observations 
give valuable aid toward establishing the diagnosis, as in the case 
reported. Barium studies show intestinal displacement or compression 
of the intestine indicative of an extrinsic mass causing pressure. Dis- 
tention of intestinal loops, especially if located in one portion of the 
abdomen, may give information as to the site of the tumor. 


3. Ewing, J.: Neoplastic Diseases, ed. 3, revised, Philadelphia, W. B. 
Saunders Company, 1928, p. 1030. 

4. McLanahan, S., and Stone, H. B.: Enterogenous Cysts: Report of Two 
Cases Associated with the Rectum, Surg., Gynec. & Obst. 58:1027-1029 (June) 
1934, 

5. Lewis, F. J., and Thyng, F. W.: The Regular Occurrence of Intestinal 
Diverticula in Embryos of Pig, Rabbit and Man, Am. J. Anat. 7:505, 1907-1908. 

6. Rea, C. E.: Enterogenous Cyst: Observation of Unusual Physical Sign, 
Ann. Surg. 112:300-304 (Aug.) 1940. 
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The treatment for this condition is always surgical. The preferable 
procedure would be complete excision of the tumor, but this is rarely 
possible, as a: portion of its wall is intimately adherent to that of the 
neighboring bowel and the two cannot be separated with safety. Com- 
monly, too, the nutrient vessels leading to the wall of the bowel spread 
over and are adherent to the wall of the tumor. Ischemia of the wall of 
the bowel can be easily induced by attempts to dissect the mass. 
Probably the safest method is enucleation of the lining if this is feasible. 
In those cases in which this cannot be done excision of the bowel and 
the adhering duplication must be considered. In those instances in 
which the patient is in poor condition for a prolonged operation or in 
which an obvious infection is present, as in the reported case, mar- 
supialization would seem to be the method of choice. 


The following case is presented because it has some unusual features 
which we have not seen reported in the literature. 


REPORT OF A CASE 


A. L. K., a white girl, was born in Los Angeles, Jan. 16, 1946. The family 
history contained no indication of congenital deformities. The pregnancy, which 
was the first, was normal. The infant was delivered after an uncomplicated three 
hour labor and weighed 7 pounds (3,175 Gm.). She was never breast fed, but 
put on a formula of cow’s milk, water, and Mellin’s Food, together ‘with 
percomorph liver oil. 

At the age of 2 weeks, the grandmother noted, the child’s abdomen was larger 
than normal. It was also noted that the baby seemed to have considerable pain 
at the time of bowel movements, which occurred three to four times a day; the 
feces were loose and yellow and occasionally contained blood. The child was not 
examined by a physician after leaving the maternity hospital until March 7, when 
she was brought in to one of us (H. C. T.) because of painful bowel movements. 
She was then 7 weeks old and weighed 9 pounds and 8 ounces (4,309 Gm.). 
Examination disclosed a considerably distended abdomen with an umbilical hernia. 
There was a small, flat, red tumor 3 cm. in diameter over the sacrum, with a 
tiny pedunculated papule in the center. Insertion of a thermometer, catheter or 
finger into the rectum was difficult. Roentgenologic studies showed “a large air- 
containing sac of bowel, displacing the abdominal contents to the right and 
apparently arising from the pelvis.” The introduction of barium sulfate was 
extremely difficult because the tube could not be inserted far. A spina bifida 
occulta in the first two sacral segments was also noted. 

The child was admitted on March 8 to St. Mary’s Hospital for further study. 
Numerous roentgenograms were taken, including a gastrointestinal series, a roent- 
genogram taken after a barium enema had been given and a cystogram (fig. 1). 
It was believed that the cyst represented a diverticulum from the bowel, but 
a definite point of connection with the intestinal tract was not demonstrated. 
Dr. John Caffey of the Babies’ Hospital in New York saw the roentgenograms 
and suggested the diagnosis of enterogenous air cyst with possible connection 
with the colon.?’ During the hospital stay of nine days the child ate well. It was 


7. Personal communication to the authors. 
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always observed to cry as if in pain when passing a stool. The abdomen varied 
from time to time in the degree of distention, but it was always large. It was 
decided to allow the child to return home and to postpone operative procedures 
as long as possible in the hope that the operation could be delayed until the child 
was a year or more old. By March 30 the child weighed 11 pounds and 6 ounces 


ee 





Fig. 1—A and B, lateral and anteroposterior views illustrating the air-contain- 
ing cyst arising from the left pelvis. C, a barium enema, introduced on March 11, 
1946, revealed the displacement to the right of the sigmoid and descending colon. 
A lateral view showed the splenic flexure and transverse colon to be posterior 
to the cyst. No communication between the colon and cyst was demonstrated. 













(5,160 Gm.). Her condition was relatively unchanged. Gentle attempts at dilating 
the rectum were unsuccessful. The abdomen measured 18 inches (45.7 cm.) at the 
level of the umbilicus. 
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The infant was readmitted to the hospital in an emergency on April 13. On 
this afternoon the patient manifested colicky pain, increased distention, rapid 
respirations and a temperature of 104 F. rectally. 

Physical examination revealed an acutely ill infant with rapid, shallow 
respirations without cyanosis. The lungs were clear, and heart sounds were rapid 
but normal. The abdomen was greatly distended, and peristalsis with some 
intestinal patterns was visible. Normal bowel sounds were heard by auscultation. 


Laboratory Observations—The urine was normal except for a faint trace of 
albumin. There was 10 Gm. of hemoglobin. There were 3,490,000 red blood cells 
and 16,320 white blood cells, with 62 per cent polymorphonuclear cells and 38 per 
cent lymphocytes. A roentgenogram of the chest showed no significant abnormality 
in the lungs. Roentgenograms of the abdomen were interpreted as follows: “The 
previous air-containing cyst in the abdomen is now uniformly dense, suggesting 
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Fig. 2.—Appearance of the duplication at the time of operation, showing its 
relative size and the position of the fallopian tube, the ovary, the sigmoid and the 
‘descending colon. 


the development of fluid within the cyst since the previous study was made on 
March 15.” 

The diagnosis of partial intestinal obstruction and possible infection of a 
duplication cyst of the large bowel was made. 

Administration of penicillin, 10,000 units every three hours, was begun with 
transfusions and infusions of fluid. A glycerin enema was followed by a large 
yellow stool without decreasing the distention or improving the patient’s condition. 
No improvement was noted under symptomatic treatment during the next two days, - 
and on April 16 the patient was operated on under ether anesthesia. 


Operation.—With the patient under general anesthesia a left paramedian incision 
was made. When the abdominal cavity was opened no free fluid was found. A 
large cyst, about the size of a grapefruit, which occupied the left lower quadrant 
was seen protruding through the incision (fig. 2). The sigmoid and descending 
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colon were displaced toward the midline, and the left tube and ovary lay on the 
anterior surface of the cyst. All these structures were flattened by compression. 
As the size of the tumor made exploration impossible, a no. 20 needle was inserted 
into the cyst, and 270 cc. of creamy pus, having the odor of Endameba coli, was 
aspirated without spilling. When the mass was deflated as much as possible, the 
needle hole was closed with black silk. An attempt was then made to free the 
cyst, which was found closely adherent to structures on all sides. The left ureter 
was dissected up to the left kidney, and the posterior aspect of the cyst was then 
freed to the midline to the area of bifurcation of the aorta. By the time that the 
posterior lateral aspect of the bladder was fairly well freed, the patient’s condition 
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Fig. 3—A, on the morning of May 22, 1946, 30 cc. of iodized poppyseed oil 40 
per cent was injected, with pressure, into the duplication, via the drainage tube. 
No communication of the colon could be seen. The drainage tube was clamped, and 
a rectal catheter was introduced into the rectum and iodized poppyseed oil 40 per 
cent was injected into the descending colon. A lateral and an anteroposterior 
view (shown here) in the afternoon demonstrated the retention of oil in the 
sigmoidal rectal region as well as in the cyst. No definite point of communication 
between the cyst and the bowel is seen. B, the drainage tube leading to the cyst was 
extruded during the night of May 22, 1946, followed by drainage of the iodized oil 
from the cyst cavity. The following morning, an attempt was made to introduce 
a barium enema, but the catheter passed immediately into the lower pedicle of the 
tumor, draining away the remaining iodized oil. This view shows the catheter 
curled within the tumor cavity. 


appeared critical, and further dissection was not attempted. A small wound was 
made in the left lower quadrant and a portion of the cyst wall was drawn through 
the abdominal wall for marsupialization. The abdomen was then closed in layers, 


8. Cultures of this material showed E. coli. 
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the peritoneum with plain catgut and the fascia and the skin with black silk. One 
hundred thousand units of penicillin was placed in the abdominal cavity. The 
baby’s condition at the end of the operative procedure was fair. The postoperative 
diagnosis was duplication tumor of the lower colon. 

Penicillin therapy was continued after the operation, and the patient was 
placed in an oxygen tent. She received daily transfusions, infusions of fluids with 
amino acids and vitamins to maintain a fluid and nitrogen balance. . Wangensteen 
nasal suction was continued until borborygmi could be heard, and there was 
passage of flatus and fecal material. The marsupialized portion of the cyst was 
opened on April 19, and approximately 200 cc. of gas and purulent fecal material 
which had obviously been under pressure was released. A no. 20 French catheter 
was anchored in this opening to prevent its closure. The child had frequent small, 
liquid, foul, yellow stools and passed much gas from the cyst opening. A moderate 
amount of distention of the abdomen remained after the opening of the cyst, but 
each day it was lessened. The infant cried vigorously, as if in pain, with each stool 
and when flatus was passed. On the sixth postoperative day it was apparent 
that there was imminent danger of the wound’s separating. Despite taping, 
resuturing and a firm abdominal binder, the wound completely opened on April 24 
(the eighth postoperative day) with evisceration. Immediate secondary closure 
was successful, and after this episode convalescence was relatively smooth, the tem- 
perature reaching normal on April 28. On several occasions, constipation was 
relieved by small doses of a proprietary preparation of liquid petrolatum emulsified 
with agar. 

The patient left the hospital on May 26 and at this time had gained 214 ounces 
(70.9 Gm.) over her preoperative weight, was eating weil, was relieved of disten- 
tion and was having four to eight liquid stools per day. Postoperative roentgeno- 
grams on May 22 showed that a catheter introduced in the rectum passed directly 
into the lower pedicle of the cyst, which then drained freely of iodized oil previously 
introduced through the drainage tube (fig. 3). Thus the point of communication 
of the duplication with the gut was finally established. 


COMMENT 


This case offers further argument in favor of designating this 
condition as a “duplication” rather than as a cyst or a diverticulum, as 
both of the latter existed in this instance. At the time of operation, 
this certainly was a cyst (“any sac, normal or other, especially one 
which contains a liquid or semisolid”*), and after drainage this was 
unquestionably a diverticulum (“a pouch leading off from a main cavity 
or tube”*). This patient had most of the usual symptoms of dupli- 
cation, namely, abdominal colic, distention of the abdomen, increased 
peristalis and constipation, the one exception being vomiting. This 
most probably was absent because of the low position of compression 
in the bowel. 

One unusual aspect of this case was the presence of a large amount 
of air and later pus in the duplication. We believe that there must 
have been some “trap door” or “ball valve” mechanism which allowed 


9. Dorland, W. A.: American Illustrated Medical Dictionary, ed. 20, Phila- 
delphia, W. B. Saunders Company, 1944. 
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the passage of gas from the rectum into the duplication but prevented 
its escape. It would also appear that the greater the intraluminal pres- 
sure existing in the duplication, the less possibility there was of an 
escape of its contents into the lumen of the colon. This is borne out by 
the failure to find the point of communication preoperatively, or when 
the cyst was distended by iodized poppyseed oil 40 per cent postopera- 
tively (fig. 3.4), while when the cyst was nearly empty the rectal 
catheter passed easily into it (fig. 3B). 

The other outstanding feature was the extreme adherence of the 
duplication to all the surrounding structures in the abdomen and pelvis, 
which rendered removal impossible. The operation would have been 
simpler, shorter and much less hazardous to the patient had a simple 
marsupialization been done primarily rather than an attempt to dissect 
free the tumor. Had an enucleation been attempted there would 
certainly have been some spillage of the contents of the cyst with a 
resulting peritonitis. The acute emergency which presented itself has 
been amply cared for by the marsupialization, and this will allow normal 
development until a more favorable time for operation. Removal of the 
tumor, probably by enucleation, is contemplated when the child is 
1.to 2 years old and in a hardier stage of life. 


SUMMARY 


A case of duplication of the rectum has been reported which is 
unique in that it assumed the characteristics of both a cyst and a 
diverticulum during the time that the patient was being observed. 
Another unusual feature was that a relatively quiescent gas-filled tumor 
became grossly infected, causing sudden severe symptoms. The relief 
of the acute symptoms was effected by marsupialization of the duplica- 
tion, and this procedure is recommended for cases of this type. 













MIRROR MOVEMENTS 


CAROL. K. SMITH, M.D. 
MINNEAPOLIS 


IRROR movements have been reported occasionally among patients 

with anomalies of the central nervous system, but only rarely have 

they been noted in apparently normal persons.* The 2 cases herein 
described fall into the latter class. 

The literature on the subject is meager, little having been contributed 
since the turn of the century. In 1913 Drinkwater? reported a case 
of synergic movements traced through four generations. In the same 
year Burr and Crowe * wrote of a young sailor with movements similar 
to those of the patients reported on here. Bauman,* in 1932, reported 
4 cases among 6 patients having Klippel-Feil syndromes. One of his 
patients had an aunt similarly affected. 


REPORT OF CASES 


Case 1.—R. W. is a white boy, born on May 5, 1945. The labor was pro- 
longed, forceps were used and his birth weight was 9 pounds and 4 ounces 
(4,195.7 Gm.). The neonatal conditions were entirely normal. He has had no 
illnesses, has gained weight regularly and receives adequate doses of percomorph 
liver oil and orange juice. He has been immunized against pertussis, diphtheria and 
smallpox. A blood Eagle test was negative in result. 

He was first seen on Jan. 28, 1946, at which time his mother brought to the 
examiner’s attention the fact that since he was 2 months of age she had noticed 
that every time he moved one hand or arm, the other hand or arm would move 
in an exactly symmetric fashion. However, he could move his legs independently 
of each other. If he wanted to suck one thumb, both went into his mouth. He 
tried to pull himself into a standing position, but when he would release one 


From the Children’s Memorial Hospital, Chicago. 

1, Ford, F.: Diseases of the Nervous System in Infancy, Childhood and 
Adolescence, Springfield, Ill, Charles C Thomas, Publisher, 1944, p. 288. 

2. Drinkwater, H.: Obligatory Bi-Manual Synergia with Allocheiria in a 
Boy Otherwise Normal, Tr. Internat. Cong. Med. (1913), 1914, sect. XI, Neuro- 
path., pt. 2, p, 117; cited by Critchley, M.: Mirror Writing, London, George 
Routledge and Sons, Ltd., and Kegan, Paul, Trench, Trubner and Company, 1929, 
p. 33. 

3. Burr, C. W., and Crowe, C. B.: Mirror Writings and Other Associated 
Movements Occurring Without Palsy, J. Nerv. & Ment. Dis. 40:300, 1913; cited 
by Critchley, M.: Mirror Writing, London, George Routledge and Sons, Ltd., 
and Kegan, Paul, Trench, Trubner and Company, 1929, p. 34. 

4. Bauman, G. I.: Absence of Cervical Spine: Klippel-Feil Syndrome, 
J. A. M. A. 98:129 (Jan. 9) 1932. 
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hand from the play pen bar to reach higher, the other hand also relaxed and 
he toppled over. He sat well without support at 5 months if some one sat him 
up. At 8 months he discovered that if he got up on all fours and pushed back 
he would land in a sitting position. At 10 months of age he discovered that by 
getting up on his knees and then reaching up with both hands and grasping the 
play pen bar he could stand up by himself and take a few steps without support. 
At 12 months of age he could rise unaided to a standing position and walk quite 
well, and had a vocabulary of twelve distinct words. 

Physical examination revealed a healthy infant who was unable to move his 
fingers, hands and arms independently of each other. Results of neurologic examina- 
tion, confirmed by Dr. Douglas N. Buchanan, were within normal limits. Roent- 
genograms of the skull and the cervical, dorsal and lumbar parts of the spine 
were normal. 

Case 2.—E. W., 23 years old, the father of R. W., manifests the same abnormal 
movements. He is a college student recently discharged from the army after 
serving for two years as an operating room assistant in an air force hospital. 
He was discharged because of “rheumatic myocarditis.” When examined he said 
that until he was about 5 years old he was unable to move one hand without 
moving the other. When he learned to write (he is right handed), his left hand 
unconsciously wrote, mirror fashion, under the school desk. When he carried a 
pail of milk, he had to set it down before opening the barn door or he would 
drop it. He still is unable to climb a ladder. At present when he clenches his 
right fist, his left closes about 25 per cent, and vice versa. When he tried to explain 
his disability to some army medical officers, he was called “psychoneurotic.” In 
his work in the army he had great difficulty handling fine instruments and sutures 
and was often called “clumsy” because he contaminated them, No other family 
history is available, as E. W. was placed in an orphanage at several years of age. 


COM MENT 


Both of the patients described here have classical mirror movements, 
the disorder affecting the upper but not the lower extremities. As the 
years elapse the patients learn to control the movements of the hands 
so that the defect is less noticeable and ordinary activities may be car- 
ried out. 

Many_theories have been advanced concerning the etiology of this 
strange malady, but the pathology is still unknown, there being no reports 
of autopsies. One belief is that both pyramidal tracts arise from a 
single hemisphere. Anatheris that the pyramidal decussation is 
anomalous, with exactly bilateral distribution of all fibers. Byt one of 
the oldest hypotheses, that advanced by Erlenmeyer in 1879, still seems 
to be the most satisfactory.. He says, “The most natural movements 
for one hand are the mirrored replica of the opposite-hand.. In the 
case of hands, outward, abductive or centrifugal movements represent 


5. Erlenmeyer, F. A.: Die Schrift: Grundziige ihrer Physiologie und 
Pathologie, Stuttgart, A. Bonz & Co., 1879; cited by Critchley, M.: Mirror 
Writing, London, George Rutledge and Sons, Ltd., and Kegan, Paul, Trench, 
Trubner and Company, 1929, pp. 22-23. 
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the easiest, most coordinate, most controlled movements. Thus, a right- 
handed surgeon cuts from left to right and a left handed surgeon cuts 
from right to left. In the case of spontaneous bimanual writing (or 
movements), the left hand naturally adopts a mirrored style. During 
the performance of rapidly alternating movements of the forearms, as 
in the clinical test for dysdiadokokinesis, the natural movements of one 
limb are the opposite of the other, and are in fact actual gestes en miroir. 
In short, the most natural type of movement—the most automatic and 
least deliberate—tends to be the mirrored counterpart of the opposite 
side. Such a movement will result from the contraction of the same 
sets of muscles, innervated by the same neurones, activated in the same 
sequence.” 

Assuming the last hypothesis to be the most nearly correct, the 
problem for these patients is to learn consciously to uncoordinate their 
movements. As the patients grow older, this is partly accomplished. 
If there were anatomic defects in the pyramidal tracts, this adjustment 
would probably not be possible. 


5621 Forty-First Avenue South (6). 











Case Reports 


AGENESIS OF CORPUS CALLOSUM AS A POSSIBLE SEQUEL 
TO MATERNAL RUBELLA DURING PREGNANCY 


MELVIN FRIEDMAN, M.D., and PETER COHEN, M.D. 
San Francisco 


AILURE of development of structures in the brain derived from the lamina 

terminalis, usually reported under the title of “agenesis of the corpus cal- 
losum,” is an uncommon but well known condiition. Its chief interest in the past 
has been in connection with studies of the embryology and function of the corpus 
callosum and as a minor cause of mental deficiency in human beings. Definite 
etiologic agents have not been proved, although various infections, toxins and 
mechanical factors have been suggested. Aside from the failure of development 
of other structures derived from the lamina terminalis, such as the anterior com- 
missure and the hippocampal commissure, these patients usually have one or more 
additional cerebral anomalies but rarely any extracranial defects, and usually 
they have good physical development.1 We have found no reports of agenesis 
of the corpus callosum associated with cataracts. 

The case to be described differs from the usual picture of agenesis of the 
corpus callosum in presenting poor physical as well as mental development, 
bilateral cataracts, absence of pyramidal tracts and evidence of an intrauterine 
inflammatory process. The additional fact that the mother had had a rash on 
her lower extremities during the second month of pregnancy (unfortunately not 
seen by a physician) necessitates consideration of maternal rubella during preg- 
nancy as a possible causal agent of the anomalies. 

Since the first report by Gregg 2 of congenital anomalies in infants whose moth- 
ers had experienced German measles early in pregnancy, the number of published 
cases has increased rapidly to about 266 at the present time. Although most of 
the earlier cases were reported in Australia, following epidemics of rubella, numer- 
ous groups have already been observed in scattered regions in this country,® and 
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1. Bunts, A. T., and Chaffee, J. S.: Agenesis of the Corpus Callosum with 
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2. Gregg, N. M.: Congenital Cataract Following German Measles in Mother, 
Tr. Ophth. Soc. Australia (1941) 3:35-46, 1942. 

3. (a) Adams, F. H.: Rubella in Pregnancy and Congenital Malformations, 
Journal-Lancet 65:197-198 (May) 1945. (b) Albaugh, C. H.: Congenital 
Anomalies Following Maternal Rubella in Early Weeks of Pregnancy with 
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new groups have been reported in Australia. Swan and his associates * reported 
a 100 per cent rate of occurrence of anomalies in children whose mothers 
had rubella in the first or second month of pregnancy, 50 per cent if the infection 
occurred during the third month, and few defects if it occurred later than the 
third month of pregnancy. Most writers have accepted these data and added 
confirmatory cases, but Fox and Bortin,2¢ in a study of public health records, 
found only 1 case of anomaly in a series of 11 infants whose mothers had rubella 
in pregnancy. Conte, McCammon and Christie ** found an incidence of maternal 
rubella ten times as high in infants with congenital anomalies as would ordinarily 
have been expected. The most constantly occurring defect has been that of cen- 
tral cataracts, which are usually bilateral; less often there is associated microphthal- 
mia, glaucoma, buphthalmos, corneal opacity, iritis and uveitis. Cardiac anomalies, 
usually a patent ductus arteriosus or patent interventricular septum, are second 
in frequency. Other anomalies include arrested dental development, hypospadias, 
talipes equinovarus, cryptorchidism, cleft palate, pyloric stenosis and incompletely 
formed bile ducts. 


Abnormalities of the nervous system which have been reported are, in approxi- 
mate order of frequency: (1) cataracts and other ocular defects, listed pre- 
viously; (2) microcephaly, a clinical diagnosis based on diminution of the 
circumference of the skull, reported with high frequency by Swan and his asso- 


J. A. M. A. 180:568-569 (March 2) 1946. (f) Goar, E. L., and Potts, C. R.: 
The Relationship of Rubella in the Mother to Congenital Cataracts in the Child, 
Am. J. Ophth. 29:566-569 (May) 1946. (g) Greenthal, R. M.: Congenital Mal- 
formations in the Infant Caused by Rubella Early in Pregnancy: Report of Two 
Cases, Arch. Pediat. 62:53-56 (Feb.) 1945. (h) Guerry, D., III: Congenital 
Glaucoma Following Maternal Rubella: Report of Two Cases, Am. J. Ophth. 
29:190-192 (Feb.) 1946. (i) Krause, A. C.: Congenital Cataracts Following 
Rubella in Pregnancy, Ann. Surg. 122:1049-1055 (Dec.) 1945. (j) Perera, 
C. A.: Congenital Cataract Following Rubella in Mother: Report of Case, 
Am. J. Ophth. 28:186 (Feb.) 1945. (k) Prendergast, J. J.: Congenital Cata- 
ract and Other Anomalies Following Rubella in Mother During Pregnancy: 
California Survey, Arch. Ophth. 35:39-41 (Jan.) 1946. (/) Reese, A. B.: Con- 
genital Cataract and Other Anomalies Following German Measles in -Mother, 
Am. J. Ophth. 27:483-487 (May) 1944. (m) Rones, B.: Relationship of Ger- 
man Measles During Pregnancy to Congenital Ocular Defects, M. Ann. District 
of Columbia 13:285-287 (Aug.) 1944. (mn) Long, J. C., and Danielson, R. W.: 
Cataract and Other Congenital Defects in Infants Following Rubella in Mother, 
Arch, Ophth. 34:24-27 (July) 1945. (0) Winter and Lucic, cited by Prender- 
gast.3k 

4. Carruthers, D. G.: Congenital Deaf-Mutism as a Sequela of a Rubella- 
Like Maternal Infection During Pregnancy, M. J. Australia 1:315-320 (March 
31) 1945. 
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Congenital Defects in Infants Following Infectious Diseases During Pregnancy, 
with Special Reference to Relationship Between German Measles and Cataract, 
Deaf-Mutism, Heart Disease, and Microcephaly, and to Period of Pregnancy in 
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ciates.6 Albaugh,* and Carruthers 4; (3) mental retardation or frank deficiency, 
reported with moderately high frequency’; (4) deafness, reported with moderate 
frequency ®; (5) cerebral agenesis (clinical diagnosis) **4; (6) mongolism®; 
(7) hydrocephalus; (8) spina bifida occulta,8i and (9) spasticity of leg muscles.*» 
All these findings were based on clinical observations, however, and the three 
brains studied pathologically by Swan1° were found not to have any anatomic 
abnormality. Therefore the following report of a case, presenting anomalies of 
the nervous system in a child whose mother was believed to have had rubella 
during the second month of pregnancy, should be of interest. In this case an 
autopsy was done. 
REPORT OF A CASE 


Clinical Study.—The patient, a boy, was seen when 9 months old by one of 
us (P. C.) because of a complaint of slow development. The mother and father 
were both well, and there was one sister, aged 3, living and well. There had 
been no other pregnancies. The family history was noncontributory. The prenatal 
history of the mother was normal except for a transient rash which appeared on 
her legs during the second month of pregnancy. The child was born at term 
after a normal delivery, and weighed 6 pounds 7 ounces (3,374 Gm.). Feeding 
him was a difficult problem from the time of his birth, and he was hospitalized 
several times for transfusions and feedings by gavage. His development was 
considerably retarded, and at the age of 9 months he still was unable to hold 
up his head. 

On examination the child appeared poorly nourished and developed, and weighed 
only 10 pounds 2 ounces (4,592 Gm.). He was unable to hold up his head and 
did not seem interested in his surroundings. There were cataracts bilaterally. 
The child had four teeth, and the palate was high. Many coarse rhonchi were 
heard throughout the lung fields. The heart was normal. The liver was palpable 
about 2 fingerbreadths below the costal margin. The deep reflexes were active 
and equal. 

The child remained at home, where he continued to do poorly. He died at 
the age of 13 months. 


Pathologic Changes Observed—Autopsy was performed ten hours after the 
patient’s death. 

Gross Examination: General. The child weighed 3,600 Gm., measured 67 cm. 
in length and was emaciated. The head was decidedly dolichocephalic, with an 
anteroposterior diameter of 20 cm. and biparietal diameter of 10.5 cm. The 
occipitofrontal circumference was 42 cm. (the normal is 45.8 cm. at this age), 


6. (a) Swan, Tostevin, Moore, Mayo and Black. (b) Swan, C.; Tostevin, 
A. L.; Mayo H., and Black, G. H. B.: Further Observations on Congenital 
Defects in Infants Following Infectious Diseases During Pregnancy, with Special 
Reference to Rubella, M. J. Australia 1:409-413 (May 6) 1944. 

7. Gregg.2, Adams.28 Conte, McCammon and Christie.*¢ Erickson.24 Goar 
and Potts.*f Guerry.2 Krause.*i Prendergast.*k Swan, Tostevin, Moore, Mayo 
and Black.' 

8. Conte, McCammon and Christie.2¢ Carruthers. Swan, Tostevin, Moore, 
Mayo and Black,’ Swan, Tostevin, Mayo and Black.®> 

9. Conte, McCammon and Christie.8¢ Swan, Tostevin, Moore, Mayo and Black.® 

10. Swan, C.: Study of Three Infants Dying from Congenital Defects Fol- 
lowing Maternal Rubella in Early Stages of Pregnancy, J. Path. & Bact. 56: 
289-295 (July) 1944. 





FRIEDMAN-COHEN—AGENESIS OF CORPUS CALLOSUM 18! 


and would have been considered microcephalic by Swan and others. Some beading 
of the costochondral junction was noted; the costal angle was about 150 degrees. 
Each testicle was found in the lower end of its inguinal canal. 

Brain. The brain weighed 600 Gm. (the normal is 930 Gm. at this age), 
measured 15 by 10 by 8 cm. and was of long, narrow shape with slight concavity 
over the frontoparietal regions. The cortex was generally poorly developed, with 
slight generalized microgyria, a deep and broad parieto-occipital fissure, and 
incomplete development on the mesial surface of each frontal lobe, leaving a band 
of white matter (continuous posteriorly with the thin, membranous lamina termi- 
nalis) as the mesial wall separating the anterior horn of each lateral ventricle 
from the subarachnoid space (fig. 1). The hippocampal gyrus on each side was. 
short and poorly developed, and did not bulge into the ventricle to the extent 
normally seen. The corpus callosum, anterior commissure and hippocampal com- 








Fig. 1—Section through frontal lobes of brain, illustrating defective develop- 
ment of cortex on medial sides, absence of corpus callosum and anterior surface 
of the undeveloped lamina terminalis. 


missure were entirely lacking, and the fornices were represented only by slight 
thickenings of the thin membrane described later. In place of the absent struc- 
tures was only a thin, translucent derivative of the lamina terminalis, forming 
part of the mesial wall of each frontal lobe, and partly forming a roof over the 
third ventricle but leaving a gap posteriorly (fig. 2). The internal capsules were 
rather thin, and the basal ganglions were slightly reduced in size and were pale, 
making gross differentiation from the white matter somewhat difficult. There 
was moderate dilatation of all ventricles with corresponding reduction in volume 
of the white matter, which was pale gray in most regions but white and slightly 
firmer in a few scattered areas. The aqueduct of Sylvius was patent but almost 
collapsed as a result of constriction of periductal tissue, with consequent wrinkling 
of the ependyma. The fourth ventricle was moderately dilated; the choroid plexus 
was normal in quantity and in gross appearance. The cerebellum ‘and brain stem 
were rather small; the upper end of the spinal cord appeared normal. There was 
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no evidence of the Arnold-Chiari syndrome. The inferior surface of the medulla 
was concave, because of absence of the pyramidal tracts. 

Eyes. There was a small, circular opacity in the posterior portion of the lens 
of each eye. 

Lungs. In the lungs a well developed bronchopneumonia was present, with 
patchy consolidation, lack of crepitus, congestion and slight edema. 

Kidneys. The kidneys weighed 87 Gm. together, were slightly lobulated and had 
numerous irregular, elongated, pinkish white areas in the cortex and some border- 
ing on the medulla, with a normal reddish brown parenchyma between these areas. 
Otherwise they appeared normal. 

Pancreas. The pancreas was somewhat resistant to cutting but normal in 
appearance. There were no abnormalities in the heart, spleen, liver, adrenal 
gland, gastrointestinal tract, bladder and genitalia. 

Microscopic Examination: Brain. The brain revealed a moderate diffuse menin- 
geal infiltration of compound granular cells, a few mononuclear cells, and very few 








Fig. 2.—Section 1 cm. posterior to optic chiasma, showing poor development 
of opercula, atrophic white matter, enlarged ventricles and posterior view of 
primitive lamina terminalis. 


neutrophils. The cortex appeared normal, except for a slight paucity of nerve 
cells, occasional disturbance of cell polarity and complete absence of Betz cells 
in the motor areas. ‘There was only slight myelination of nerve fibers in the 
periaxial white matter of the cerebral hemispheres and cerebellum, and in many 
areas there were some fragmentation and partial disappearance of axis cylinders. 
A mild and sometimes moderate increase of small astrocytes and microglial cells 
was seen throughout the white matter. In the subthalamic body there was mod- 
erate loss of nerve cells with ghost forms and some degenerating cells still present, 
with degeneration of nerve fibers and with a rather marked infiltration of microglial 
cells. The substantia nigra was small and poorly developed. There was moderate 
gliosis in the midbrain, partly constricting the aqueducts. The pyramidal tracts 
were entirely lacking, and there was some diminution in the number of anterior 
horn cells in the upper cervical segment of the spinal cord. 
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Eyes. Here were a few plasma and mononuclear cells in each ciliary body 
and adjacent portion of the iris. Each lens measured 6 mm. in diameter and 
2 mm. in thickness and had a degenerative change involving an area of approxi- 
mately the central two thirds of the posterior subcapsular region, extending 
about 0.14 mm. deep. In the left lens the degenerated area showed wrinkling of 
the capsule, numerous small vacuoles and irregular, cleftlike spaces; the lens 
fibers were swollen and appeared as irregular, pale, pink, rounded globules (mor- 
gagnian bodies) with somewhat more deeply pink-stained material between. A 
few rows of tiny vacuoles extended beneath the epithelium around through the 
equatorial zone and for a short distance into the anterior region. In the right 
eye the posterior capsular change was similar but less severe, with fewer vacuoles 
and less swelling of the lens fibers. The nuclear mass of each lens appeared 
intact. 

Lungs. In the lungs there was patchy peribronchiolar purulent exudate with 
congestion and some serous exudate, and pus in several bronchioles. 

Pancreas. Mild periacinar fibrosis was seen in the pancreas, with moderate 
lymphocytic infiltration and an occasional perivascular collection of macrophagés, 
leukocytes and distorted nuclei of histiocytes. Some of the pancreatic arteries had 
subintimal and medial fibrous thickening. 

Kidney. In the kidneys a few scattered glomeruli presented the appearance of 
developmental arrest, with cuboidal epithelium covering the small, simple capillary 
tufts; other glomeruli were normal. No glomerulosclerosis was observed. The 
pale areas described previously consisted of a peculiar mixture of scarring and 
cellular infiltration which tended to center around larger blood vessels, with 
some cellular infiltration also in their walls. There was moderate degeneration of 
tubules in these foci, with scanty fibrosis and a mixture of lymphocytes, macro- 
phages, some fibroblasts and many pyknotic nuclei of apparently histiocytic origin. 
A few neutrophils were sometimes seen. Mixed cellular casts were observed in a 
few tubules. 

Thyroid Gland. There was mild interstitial fibrosis of the thyroid gland, with 
desquamation of the epithelium and little colloid in the acini. No significant abnor- 
mality was seen in sections of heart, spleen, liver, gastrointestinal tract, adrenal 
glands, bladder, genitalia, thymus, parathyroid, pituitary lymph node or bone 
marrow. Sections stained for spirochetes by the method of Dieterle were negative. 


Final Diagnosis—The final diagnosis was: (1) multiple congenital anomalies 
consisting of bilateral posterior cortical cataracts; agenesis of the corpus callosum, 
anterior commissure, hippocampal commissure, fornix, and upper motor neurons, 
and incomplete development of cerebral cortex; (2) evidence of an intrauterine or 
neonatal inflammatory process with mild, diffuse subcortical sclerosis of the brain, 
with secondary hydrocephalus; scarring of kidneys, with focal agenesis of 
glomeruli, and fibrosis of pancreas and thyroid, and (3) terminal bronchopneumonia. 


COM MENT 


Although precise authentic information is lacking, the corpus callosum, 
anterior commissure, hippocampal commissure, and fornix start forming in the 
lamina terminalis probably in the third month of fetal life and have their maximum 
growth in the fourth month.11 The upper motor neurons begin to send down 
their axons in the fourth month. The critical period for formation of the lens in 


11. Arey, L. B.: Developmental Anatomy, ed. 4, Philadelphia, W. B. Saunders 
Company, 1942, p. 128. 
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the eye is from the fourth to the seventh month. Development of renal units 
takes place from the sixth week almost to birth. 

Presence of a longitudinal fissure and absence of the anterior commissure would 
place the origin of agenesis of the corpus callosum in the second or third month 
of pregnancy, in the classification of Bruce (summarized by Bunts and Chaffee'). 
The associated anomalies of hydrocephalus and defective parieto-occipital fissure 
are listed by those authors among the defects which often accompany agenesis of 
the corpus callosum. 

The work of Stockard and others, as summarized by Arey,!! indicates that 
nutritional or clinical factors alone can produce anomalies in any organ, provided 
that such factors are active during the time of critical development of that organ. 
Additional examples, of specific fetal anomalies caused by vitamin deficiencies, are 
listed by Adams.3@ A fetal infection, on the other hand, may conceivably produce 
anomalies by this mechanism or, in addition, by causing permanent injury to the 
anlage of an organ. In the latter event the infection may occur any time from 
the establishment of the fetal anlage (which is complete for most organs by 4 
weeks) up to the time of complete development of the organ. The time relationships 
in the case presented would necessitate an explanation of anomalies by the second 
mechanism, thereby indicating the probability of direct fetal infection by the rubella 
virus, if this actually was the etiologic factor. 

This child’s mother had her rash at about the sixth week of pregnancy and if 
we postulate a fetal infection by the rubella virus at that time, it could explain the 
agenesis of the structures arising in the lamina terminalis (by permanent injury 
to the anlages in that region). The additional evidence of an old, partly healed 
inflammatory reaction in brain, kidneys, pancreas and thyroid lends further support 
to the hypothesis of a fetal infection and may also explain the failure of development 
of the main descending (pyramidal) tracts in the brain and the generally poor 
cerebral cortical development. Finally, Swan and his associates® have pointed 
out that fetal tissue in general is much more susceptible to virus infections than 
adult tissue and that a severe fetal infection during a mild maternal infection with 
rubella can be expected. Although the presence of cataracts in this child originally 
led to the suggestion of maternal rubella, their nature is not of the type which one 
might expect. As the nucleus of the lens is formed in the fourth to seventh week, 
it is the portion of lens which should show the greatest alteration in most cases 
of rubella, and this has been confirmed by Swan’s histologic studies of cataracts 
in three eyes.1° In the case presented, the degenerative changes were in the 
posterior cortical lens fibers, the most recently formed portion of the lens, and 
therefore probably reflect a recent nutritional disturbance, possibly entirely post- 
natal. Although the cataracts present in this case are not typical of those associated 
with maternal rubella, nevertheless that causation, i. e., rubella, could account 
for the maldevelopment of the central nervous system. 

We cannot help wondering how many of the other children with cataracts, 
mental deficiency and microcephaly also have similar or other cerebral defects. 
The discovery of the causal relation between rubella and congenital anomalies 
has automatically shifted a certain portion of such cases from the category of a 
hopeless “medical curiosity” to the field of preventive medicine. It has been 
suggested by various writers that all girls be deliberately exposed to rubella in 
order to acquire immunity and that pregnant women having rubella in the first, 
second, or third month of pregnancy undergo a therapeutic abortion. Such a 
procedure seems justifiable even if the incidence of anomalies were much less than 
reported by Swan. The one additional feature which seems desirable at this time 
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is continued dissemination of this information among obstetricians and general 
practitioners. 

If rubella, a mild virus infection, can produce such widespread damage in the 
early fetus, it is possible that other virus infections, even the common cold 
could produce similar damage. ‘ 


SUMMARY 


A child whose mother had a cutaneous rash (possibly rubella) early in the 
second month of pregnancy had bilateral cataracts, developed poorly, had mental 
retardation and microcephaly and died at the age of 13 months with broncho- 
pneumonia. Necropsy revealed agenesis of the corpus callosum anterior commisure, 
hippocampal commissure, fornix and upper motor neurons; hydrocephalus and mild 
diffuse subcortical sclerosis; scarring of kidneys with focal agenesis, and mild 
scarring of pancreas and thyroid. The evidence suggests a fetal infection with 
the rubella virus. 








AGRANULOCYTOSIS IN CHILDHOOD 
Report of a Case with Serial Bone Marrow Studies 


ERIKA BRUCK, M.D., BUFFALO 


CUTE agranulocytosis of the type described by Werner Schultz in 1922 is 

characteristically a disease of middle-aged women. Definite cases in child- 

houd are rare, although other leukopenic and granulocytopenic conditions, without 
the clinical signs characteristic of the disease, are not uncommon. 

The fundamental lesion is a depression of the bone marrow which results in 
arrest of maturation or complete destruction of the granulated series of white 
blood cells. By definition, there is no disturbance of the red cells or platelets 
in cases of pure agranulocytosis. Three groups of granulocytopenic conditions 
have been differentiated according to etiology1: 1. The acute or the peracute 
form or the Schultz type, which is considered to be a shocklike allergic reaction 
of the bone marrow to a noxious agent. In many cases this agent has been 
recognized to be some drug containing the benzene ring, especially aminopyrine, 
but frequently it is unknown. 2. More gradually occurring cases of infectious- 
toxic damage to the bone marrow; septic infections as well as a number of different 
drugs and physical agents are capable of producing depression of the granulocytes, 
usually after prolonged action and when given in large doses. 3. The third group is 
called “Begleitagranulozytose,” or concomitant agranulocytosis, by Rohr and com- 
prises the cases in which the granulocytopenia is part of other blood dyscrasias, 
especially aplastic anemia and acute leukemia, or is due to invasion of the bone 
marrow by neoplastic tissue. These cases, which in childhood are far commoner 
than true agranulocytosis, should not be classified under that name. 

Of the cases in the literature of agranulocytosis in children, the majority 
belong in the infectious-toxic group; with the exception of a case of idiopathic 
agranulocytusis in a 5 year old girl reported from Sweden,? all those reported 
within the last ten years were due either to sulfonamide compounds ® or to severe 


From the Children’s Hospital Research Foundation and the Department of 
Pediatrics, University of Cincinnati: College of Medicine. 

1. Rohr, K.: (@) Der heutige Stand der Agranulozytoseforschung, Helvet. 
med. acta 6:611 (Dec.) 1939; (b) Blut- und Knochenmarksmorphologie der 
Agranulozytosen, Folia haemat. 55:305, 1936. 

2. Normark, A.: Ein Fall von Agranulozytose (Schultz) im Kindesalter, 
Upsala lakaref. forh. 45:9, 1939. 

3. Among others: Rosenthal, N., and Vogel, P.: Granulocytopenia Caused by 
Sulfapyridine in Children, J. A. M. A. 118:584 (Aug. 12) 1939. Barlow, H. C.: A 
Case of Agranulocytosis in an Infant: Recovery, Brit. M. J. 1:669 (May 3) 1941. 
Glanzmann, E.: Die reine Agranulozytose (Typus Schultz) im Kindesalter, Schweiz. 
med. Wchnschr. 71:1386 (Nov. 1) 1941. Kato, K.; Sherman, M. S., and Cannon, 
P. R.: Fatal Agranulocytosis Following Sulfathiazole Therapy: Report of 
Infant with Toxic Dermatosis, J. Pediat. 22:432 (April) 1943. 
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and protracted purulent infections. Out of 40 cases of agranulocytosis in child- 
hood reported in the literature up to 1937, only 9 were accepted by Plum® as 
fulfilling the criteria of the diagnosis; there was no child among his own 88 cases 
of the disease. Two cases of cyclic agranulocytosis which were followed from 
infancy through adolescence® should probably be classified separately, although 
the symptomatology of each recurrent episode closely resembles the picture of 
Schultz’s agranulocytosis. 

It seems of interest therefore to report the case of a young child which corre- 
sponds to the classical picture: acute onset with fever and malaise, necrotic lesions 
of the mucous membranes occurring in the course of the illness and a blood picture 
characterized by a fall of the leukocytes only, with absence of granulocytes at 
the height of the disease. The cause was unknown. Pneumonia and a recurrent 
erythematous rash complicated the disease. Serial studies of the bone marrow 
were done at different stages of the disease and after recovery. 


REPORT OF A CASE 


B. C., a 2 year old white girl, was admitted to the Children’s Hospital on 
Nov. 1, 1944. She had had “head colds” rather frequently but never had been 
seriously ill before her present illness. She lived in the country; there was no 
history of exposure to animals or to any contagious disease. Two weeks before 
her admission to the hospital she became acutely ill with a cough and a tem- 
perature of 39.4 C. (102.9 F.), which persisted up to the time of admission. 
On the eighth day of her illness, a dark red rash appeared all over the body, 
including the palms and the soles; it disappeared within two to three days. A 
physician saw the rash and was unable to make a diagnosis; he treated the child 
with a medicine which, he stated, contained “Asclepias and milk of bismuth.” 
She took the medicine regularly for the next week. No specific medicaments, 
especially no sulfonamide drug and no antipyretics, were ordered. The child 
may have had one or two “fever pills” before the physician was consulted. Two 
days before her admission, a new spotty rash broke out on her hands and legs. 
This rash was said to resemble the one which she had had previously. The patient 
became weak and irritable. 


Physical Examination.—Physical examination revealed a well developed, fairly 
well nourished child who appeared acutely ill. Her temperature was 40 C. 
(104 F.). There was an irregular, sharply defined, maculopapular rash over the 
dorsa of both hands, the fingers and the lower parts of the legs. Enlarged lymph 
nodes could not be felt. Both ear drums were pink and dull. There was profuse 
mucoid discharge from her nose. The lips were cracked and covered with bloody 
crusts. There were no hemorrhages. The mucous membranes of the mouth 
were red, the pharynx was full of mucus and the tonsils were moderately enlarged. 


4. (a) Strong, P. S.: Granulocytopenia: Report of Three Cases in Which 
the Condition Was Due to Infection and in Which Chemotherapy Was Employed, 
Am. J. Dis. Child. 61:445 (March) 1941. (b) Tobler, W., and Buser-Pliiss, E.: 
Beobachtungen in einem Falle von chronischer, myelogener, hochgradiger Neutro- 
penie mit monocytarer Reaktion, Ann. pediat. 159:258, 1942. 

5. Plum, P.: Clinical and Experimental Investigations in Agranulocytosis, 
London, H. K. Lewis & Co., Ltd., 1937. 

6. Rutledge, B. H.; Hansen-Priiss, O. C., and Thayer, W. S.: Recurrent 
Agranulocytosis, Bull. Johns Hopkins Hosp. 46:367 (June) 1930. Imerslund, O.: 
A Case of Cyclic Agranulocytosis, Acta pediat. 30:232, 1942. 
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The left side of the chest lagged on respiration; signs of lobar pneumonia were 
present over the lower lobe of the left lung. Examination of the heart, the 
abdomen, the genitalia and the nervous system did not reveal any pathologic signs. 


Laboratory Observations—A roentgenogram of the chest on the patient’s 
admission showed consolidation of the lower half of the lower lobe of the left 
lung. This infiltrate had disappeared completely on November 6 but recurred 
on November 13, and two weeks later had become heavier than before. 

The urine contained albumin (1 plus) and a moderate number of white blood 
cells in all specimens examined during the first week; leukocytes were absent 
from the urine between November 10 and November 14, but numerous on 
November 15. Urobilinogen was present in a slightly increased amount on one 
occasion. A culture of urine on November 9 revealed Escherichia coli communior, 
and B. aerogenes; a subsequent culture of the urine remained sterile. Three 
cultures of the blood were sterile. Repeated cultures of material from the throat 
showed a mixed growth of various organisms with hemolytic Streptococcus and 
nonhemolytic Staphylococcus aureus persisting throughout the course in the hos- 
pital. Some fusiform bacilli but no spirilla were seen on a smear. The Kahn 
reaction of the blood was negative. A tuberculin test caused no reaction. The 
cephalin flocculation test and the heterophile agglutination in the serum elicited 
negative results three weeks after the patient’s admission. 


Hematologic Studies—The hemoglobin on the patient’s admission was 8.2 Gm. 
per hundred cubic centimeters. The red corpuscles numbered 3,090,000 per cubic 
millimeter, with a mean corpuscular hemoglobin content of 25.6. There were 
1,700 white blood cells per cubic millimeter, with a differential count of 3 per cent 
polymorphonuclear cells, 92 per cent lymphocytes and 5 per cent monocytes. 
Subsequent blood counts are recorded in table 1, and absolute numbers of the 
individual cell groups are given in the chart. For eleven days the total number 
of white blood cells varied between 700 and 1,900 per cubic millimeter with an 
absolute number of granulocytes between 0 and 84 per cubic millimeter. On the 
thirteenth day the white cell count for the first time rose to 3,150, due to a moderate 
increase of lymphocytes and a pronounced increase of monocytes, to 819. The 
next day polymorphonuclear cells appeared, and from then on an outpouring of 
mature and immature myelogenous white cells, up to myelocytes, occurred. The 
numbér of immature cells reached its peak on November 18, the sixth day of 
the phase of recovery. Thereafter they gradually disappeared, while the total 
number of white cells continued to increase up to a maximum of 16,700 on 
November 28. The monocytes, which during the acute stage had been depressed 
or absent, rose above normal figures in the beginning of the recovery; they 
reached a maximum of 1,500 on November 22 and had returned to normal by the 
time the peak of the granulocyte curve occurred. The reticulocytes always con- 
stituted about 1 per cent of the red cells; no nucleated red cells were ever seen 
in the peripheral blood. The number of platelets was 145,000 per cubic millimeter 
during the active phase of the disease and 275,000 after recovery. 

Six punctures of the bone marrow were done; results of examinations of the 
smears are contained in table 2. In the first specimen, obtained from the sternum on 
November 3, only 6 per cent of the nucleated cells in a marrow extremely poor in 
cells were members of the myelogenous white cell series; over 50 per cent were 
lymphocytes, and the rest nucleated red cells. Two specimens of tibial marrow also 
contained few cells, over 90 per cent of them small lymphocytes. On November 12 the 
nucleated cells in the sternal marrow appeared more numerous than in previous 
smears, and the marrow contained, besides 9 per cent typical myelogenous leuko- 
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cytes (7 per cent immature and 2 per cent mature), 7 per cent atypical cells 
which, according to the results of the peroxidase stain, belonged in the same 
series. These cells were about the size of a myelocyte; when first seen, on 
November 11, they had a clear basophilic cytoplasm and a spongy nucleus which 
somewhat resembled the nucleuss of a monocyte but was more rounded. The 
next day, the atypical cells had a different appearance: The nucleus was more 
compact and round, though slightly irregular, and the cytoplasm contained a few 
dark granules and occasionally a small, round, poorly demarcated lighter area. 
No nucleoli were seen in these cells. As the bone marrow rapidly approached a 
normal composition during the next few days, atypical cells were no longer seen. 
On November 15 the granulocytes had increased to 39 per cent of 15,200 nucleated 
elements with predominance of mature and nearly mature cells. All these cells 
had a coarse, dark, toxic granulation and some of them vacuolation of the cyto- 
plasm. On December 13 sternal puncture yielded a bone marrow of normal 
compésition, some admixture of blood being assumed to have occurred. 


Therapy.—On the first day the patient was given sulfadiazine for twenty-four 
hours. Since the white blood cell count fell and granulocytes disappeared, the 
administration of this drug was discontinued the second day and that of penicillin 
was started. Ten thousand units of penicillin was given intramuscularly every 
three hours for ten days. Pentnucleotide was given from the second to-the sixth 
day in small doses. Administration of liver extract solution, crude (Lilly), was 
started on the fourth day; 14 cc., of 2 U. S. P. units per cubic centimeter, was 
injected intramuscularly within eighteen days. Six transfusions of whole blood 
(between 80 and 160 cc. each) were given. 


Clinical Course-—During the first week the condition remained essentially 
unchanged. The temperature continued to spike between 37 and 40°C. (98.6 and 
104 F.) daily, reaching 41 C. (105.8 F.) a few times. From the fifth day on, it 
hardly ever fell below 39 C. (102.2 F.). The child appeared seriously ill, but 
her pneumonia subsided. A profuse, thin, watery nasal discharge persisted. On 
the eighth hospital day a macular rash, resembling the one the child had had on 
admission, appeared on her abdomen and chest. The following day it had spread 
over the whole body with the exception of the face, but including the palms and 
soles. It was scarlatiniform in distribution but purely macular, deep red and faded 
on pressure. Two days later the rash faded; it persisted only on the hands 
and feet for a few more days. On the eleventh hospital day (November 11) the 
child appeared more critically ill than before, refused all food and liquids and 
was too weak to sit up. Lesions appeared in the throat. Thick necrotic material 
covered large areas on both tonsils. Small necrotic, punched-out lesions appeared 
at the angles of her mouth. Rales were heard again over the lower lobe of her 
left lung. The next day she appeared slightly improved. The lesions in the 
throat started to clear up, and disappeared within the following four days. That 
day (November 12) an increase of the granulocytes in the bone marrow was 
observed for the first time; the increase in the peripheral blood followed the next 
day. From then on, the patient improved gradually; her temperature was normal 
from the eighteenth day on. Signs of pneumonia in the left lung persisted 
throughout her hospital stay. Another course of penicillin was therefore given 
from the fourteenth to the twentieth day. The patient was discharged from the 
hospital on November 30 and was followed in the outpatient department. Her 
pneumonia cleared up, she continued to gain weight, and her blood picture 
became normal for her age and remained so. Eleven months later she was given 
sulfadiazine for enteritis without ill effects. 
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COMMENT 


The differential diagnosis of agranulocytosis in a child has to be made especially 
carefully in view of the rarity of this disease in childhood as compared with 
leukemia and aplastic anemia. The decisive points in the differential diagnosis 
are the bone marrow and the final outcome. In retrospect, the favorable result in 
this case permits the ruling out of leukemia and of aplastic anemia. During the 
acute phase, the absence of hemorrhagic phenomena militated against these diag- 
noses., Examinations of the blood and the bone marrow were relied on, and the 
results of these were considered typical of agranulocytosis. 

The bone marrow was hypoplastic, and the whole series of myelogenous white 
cells was considerably reduced absolutely and in relation to the erythroid series.’ 
Mature granulocytes never disappeared completely from the sternal marrow, even 
when none could be found in the peripheral blood, but they were proportionately 
more reduced than the immature cells. During the active phase, small lymphocytes 
were the predominant cells in the bone marrow. In the beginning of the recovery 
phase, a group of atypical, large, peroxidase-positive mononuclear cells appeared. 
Cells which might resemble the unidentified cells seen in this case were described 
in agranulocytosis by Fitz-Hugh and Krumbhaar,’ who saw them in autopsy 
material and assumed that they might be myeloblasts, and by Thaddea and 
Bakalos,® who considered them to be precursors of the blood monocytes. It may 
be significant that in the case here presented the appearance of these cells immedi- 
ately preceded a steep rise of the monocytes in the peripheral blood. The erythroid 
series was always normal in the sternal marrow, though considerably reduced in the 
two specimens of tibial marrow. It was unexpected to find that in this 2 year old 
child the tibial marrow, on several attempts, yielded much poorer material than the 
sternum. If the two tibial punctures had been relied on, the diagnosis of aplastic 
anemia would have had to be seriously considered. Two interpretations of this 
observation seem possible. It might be that the marrow in this child’s long bones is 
always less active than in other children of her age. Such a constitutional weakness 
might provide her with a locus minoris resistentiae. The other possibility is that the . 
noxious agent which caused the agranulocytosis hit some areas of the bone marrow 
more severely than others. Such focal lesions were described by Rohr in the 
infectious-toxic type of agranulocytosis, while in the allergic type the marrow of 
all the bones is affected simultaneously.1> 

No cause for the agranulocytosis in this child could be found by careful inquiry 
into her history. There had been no intake of drugs prior to the onset of her 
disease. Bacterial infections have been observed to cause agranulocytosis, but 
all those reported have been protracted purulent infections of the skin, ears, etc. 
Pneumonia has never been shown to be the cause; on the other hand, it is such 


7. The total number of nucleated cells varies with the admixture of blood 
and is’ therefore not a fixed value. According to Vogel and Bassen (Vogel, P., 
and Bassen, F. A.: Sternal Marrow of Children in Normal and in Pathologic 
States, Am.’ J. Dis. Child. 57:245 [Feb.] 1939), higher counts are normally 
observed in children than in adults. These authors found a range of 50,000 
to 1,000,000 with an average of 300,000 to 400,000 per cubic millimeter in normal 
children, and a ratio of myeloid to erythroid cells of approximately 3: 1. 

8. Fitz-Hugh, T., Jr., and Krumbhaar, E. B.: Myeloid Cell Hyperplasia of 
the Bone Marrow in Agranulocytic Angina, Am. J. M. Sc. 183:104 (Jan.) 1932. 

9, Thaddea, S., and Bakalos, D.: _Beitriage zum Agranulocytoseproblem, 
Deutsches Arch. f. klin. Med. 184:530, 1939. 





BRUCK—AGRANULOCYTOSIS 193 


a frequent complication of the disease that it appears more likely that it was 
the secondary rather than the primary lesion here. 

In the allergic form of agranulocytosis, recurrences after recovery are not 
uncommon. One reason for the tendency to recurrence can be found in Rohr’s 
assumption, which he based on studies of the blood and the bone marrow made 
before the outbreak or recurrence of agranulocytosis in several patients, that a 
preexisting deficiency of the bone marrow is a frequent, if not obligatory, condition 
for the localization of a sensitivity reaction there. Low grade chronic myelitis 
and invasion with lymph follicles are mentioned as examples of such predisposing 
anomalies of the bone marrow.!» Endocrine factors have been suspected by others 
to play a role.1° A child who has once had agranulocytosis of possibly allergic 
origin will have to be watched carefully in the future. For the toxic-infectious 
group of agranulocytoses the prognosis is better. In some cases even the drug 
which caused the disease may later be safely used.11 

The various therapeutic measures in agranulocytosis, especially the allergic 
form, have generally been found to be of questionable value. The two principles 
which seem to have been rewarded with a considerable decrease in the fatality rate 
are recognition and elimination of the causative agent and prevention of infection. 
Sulfonamide compounds have saved many lives 12 and are not contraindicated unless 
they happen to be the cause of the disease in the particular case. Nixon, Eckert 
and Holmes 118 reported 3 cases of cure with sulfadiazine even though this drug 
had been responsible for the development of the agranulocytosis. Since penicillin 
has become easily available, it is probably safer to use this antibiotic. All 
potentially dangerous drugs should be avoided if possible. Blood transfusions are 
felt to be of value as a general supportive measure, although survival of transfused 
leukocytes cannot be expected. Crude liver extract was used in this case out of 


similar considerations ; although a specific effect of some of its constituents has been 
claimed in certain experimental granulocytopenic conditions of animals,!4 its effect 


10. Thompson, W. P.: Observations on the Possible Relation Between Agranu- 
locytosis and Menstruation with Further Studies on a Case of Cyclic Neutropenia, 
New England J. Med. 210:176 (Jan. 25) 1934. 

11. (@) Nixon, N.; Eckert, J. F., and Holmes, K.:B.: The Treatment of 
Agranulocytosis with Sulfadiazine, Am. J. M. Sc. 206:713 (Dec.) 1943. (b) 
Kracke, R. R.: The Effects of Sulfonamide Drugs on the Blood, Am. J. Clin. 
Path. 14:191 (April) 1944. 

12. (a2) Strong.4® (b) Nixon, Eckert and Holmes.1!8 (c) Dameshek, W., 
and Wolfson, L. E.: A Preliminary Report on the Treatment of Agranulocytosis 
with Sulfathiazole, Am. J. M. Sc. 203:819 (June) 1942. 

13. Dameshek, W.: Agranulocytosis, in Christian, H. A.: Oxford Medicine, 
New York, Oxford University Press, 1944, vol. 2, pt. 3, p. 848. Sprague, H. B., and 
Ferguson, L. K.: Agranulocytosis Treated with Penicillin, U. S. Nav. M. Bull. 
43:1014 (Nov.) 1944. Tyson, M. C.; Vogel, P., and Rosenthal, N.: The Value 
of Penicillin in the Treatment of Agranulocytosis Caused by Thiouracil, Blood 
1:53 (Jan.) 1946. 

14. Day, P. L.; Langston, W. C.; Darby, W. J.; Wahlin, J. G., and Vims, V.: 
Nutritional Cytopenia in Monkeys Receiving the Goldberger Diet, J. Exper. Med. 
72:463 (Oct.) 1940. Axelrod, A. E.; Gross, P.; Bosse, M. D., and Swingle, K. F.: 
Treatment of Leucopenia and Granulopenia in Rats Receiving Sulfaguanidine in 
Purified Diet., J. Biol. Chem. 148:721 (June) 1943. Daft, F. S., and Sebrell, W. H.: 
The Successful Treatment of Granulocytopenia and Leucopenia in Rats with 
Crystalline Folic Acid, Pub. Health Rep. 58:1542 (Oct. 15) 1943. 
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in man has not yet been evaluated. Most of the patients in whom the bone marrow 
is not completely destroyed by the first impact will probably recover spontaneously 
if death from infection can be prevented. 


SUMMARY 


A case of agranulocytosis of unknown causation in a 2 year old girl is presented. 
The number of granulocytes in the blood varied between 0 and 84 per cubic milli- 
meter for eleven days. Six examinations of bone marrow were done; at the height 
of the disease, hypoplastic bone marrow with lymphocytic reaction was found. The 
clinical manifestations consisted of fever, prostration, pneumonia, a recurrent 
erythematous rash and necroses of the mucous membranes of tonsils and lips. 
Penicillin, blood transfusions, crude liver extract and small doses of pentnucleotide 
were used in the therapy. The child recovered. 

The etiologic classification, differential diagnosis and therapy of agranulocytosis 
are discussed. 





LAURENCE-MOON-BIEDL SYNDROME 


C. H. LIKINS Jr., M.D.; E. P. SCOTT, M.D., and 
N. I. HANDELMAN, M.D., LOUISVILLE, KY. 


HE Laurence-Moon-Biedl syndrome was first described in 1866 by 

Laurence and Moon, who observed polydactylism, obesity and poor 
eyesight in a family of 8 children. In 1922 Biedl noted the familial 
tendency of this syndrome, reporting it in several members of the same 
family. Solis-Cohen and Weiss? proposed the term “Laurence-Moon- 
Biedl syndrome” in 1924 when they summarized the reported cases. 
Since Bardet * added polydactylism as one of the criteria for diagnosis, 
some authors prefer the term Laurence-Moon-Bardet syndrome. Reilly 
and Lisser,® in 1932, reviewed 77 cases. In their study the syndrome 
was complete in 25 cases, questionably complete in 10 and partially com- 
plete in 26; 16 cases were doubtful. 

The characteristic symptoms of the Laurence-Moon-Biedl syndrome 
are obesity, retinal degeneration, genital hypoplasia, polydactylism and 
mental fetardation. Frequently associated are nystagmus, strabismus, 
deafness and syndactylism. Obesity is a prominent feature in each case 
reported and is of the hypopituitary type. Retinitis has been observed 
in 90 per cent of the cases and is usually in the form of retinitis pig- 
mentosa. The visual disturbance is manifest by the fifth year in the 
form of night blindness. The retinas show only scattered areas of 
pigmentary degeneration along the vessels. There is seldom optic 
atrophy. Clay * stated that only 15 per cent demonstrate typical retinitis 
pigmentosa. 


A familial tendency has been reported in 80 per cent of the cases. 
The polydactylism may be regular or irregular ; the extra digit is usually 


From the Department of Pediatrics, University of Louisville School of 
Medicine. 

1. Solis-Cohen, S., and Weiss, E.: Dystrophia Adiposogenitalis, with Atypical 
Retinitis Pigmentosa and Mental Deficiency (the Laurence-Biedl Syndrome), Am. 
J. M. Se. 169:489-505 (April) 1925. 

2. Bardet, G.: Sur un syndrome d’obésité congénitale avec polydactylie et 
rétinite pigmentaire (contribution a l’étude des formes cliniques de |’obésité 
hypophysaire), Thesis, Paris, no. 470, 1920. 

3. Reilly, W. A.; and Lisser, H.: Laurence-Moon-Biedl Syndrome, Endo- 
abnormality except poor vision. She was able to count fingers at a distance of 

4. Clay, G. E.: Laurence-Moon-Bied! Syndrome, Tr. Am. Ophth. Soc. 31: 
274-288, 1933. 
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situated near the smallest finger or toe. Syndactylism may be present. 
Mental retardation is noted early; it may be mild, but the intelligence 
quotient is often on the moronic level. There is no particular racial 
susceptibility. 

The diagnesis depends mainly on clinical observation of the obese 
subject with poor eyesight due to retinitis pigmentosa, genital hypoplasia, 
polydactylism and mental retardation. Solis-Cohen and Weiss have 
described nerve deafness in lieu of retinitis. The Laurence-Moon- 
Biedl syndrome is most frequently confused with adiposogenital dys- 
trophy and amaurotic familial idiocy. If the characteristic symptoms are 
present, little difficulty is encountered in making the diagnosis. 

Cooperstock (1937),° in discussing the causation, stated, “ ... the 
most acceptable concept recently set forth, is that the condition results 
from a hereditary developmental disturbance and that the various parts 
of the syndrome represent mesoblastic (polydactylism) and epiblastic 
(obesity, retinitis pigmentosa, mental inferiority and genital dystrophy) 
defects which are recessive and due to mutations of two genes in the 
same chromosome.” Numerous other causal factors have been sug- 
gested, such as endocrine unbalance, cerebral aplasia from hydro- 
cephalus, etc. 

The only consistent laboratory datum has been a low basal metabolic 
rate, often as low as minus 60. Roentgenograms of the bones and skull 
show no characteristic Changes but aid in differentiating pituitary dis- 
turbance. 

Thyroid has been used successfully in reducing the weight of these 
patients. Frequently various pituitary extracts have been administered, 
but they are of little or no value. The combined endocrine therapy has 
been said to be helpful in restoring muscular tone and gives some sub- 
jective relief from symptoms referable to the eyes if begun early in the 
course of the disease. Therapy has no effect on the genital dystrophy. 

We wish to add to the literature 2 cases in siblings. 


REPORT OF CASES 


Case 1—P. S., a 10% year old white girl, was admitted to the Children’s 
Free Hospital because of possible endocrine disturbance. The chief complaints 
were obesity, extra digits on each extremity, poor eyesight and an enormous 
appetite. According to the parents the illness began during infancy with rapid gain 
in weight and impaired vision. Loss of vision was so rapid that by the time that 
she was 6 years old she could perceive only light. A review of the systems 
revealed frequent, severe, generalized headaches, polydipsia and polyphagia since 
infancy. Aside from measles at the age of 8 years and pronounced slowness in 
development the past history was essentially normal. The mother and father were 
living and well. There were 8 siblings, 1 of whom is an 18 month old boy 


5. Cooperstock, M.: Laurence-Moon-Biedl Syndrome, Am. J. Dis. Child. 
54:334-343 (Aug.) 1937. : 





LIKINS ET AL—LAURENCE-MOON-BIEDL SYNDROME _ 197 


accompanying the patient and is apparently suffering from the same disease (case 2). 
One child had polydactylism but died at the age of 14 months of measles com- 
plicated by bronchopneumonia. The remaining 5 children were living and well. 
A paternal aunt was stated to be extremely obese and mentally retarded, but 
apparently showed no other signs of the Laurence-Moon-Biedl syndrome. 

Physical examination revealed a 10% year old, obese, almost blind white girl 
with an extra digit on each extremity. The neck was short and there was a thick 
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A, C and D, patient P. S. (case 1). B, patient P. S. and her brother, patient 
S. S. (cases 1 and 2). 


pad of adipose tissue over the cranium. The retinas showed atypical retinitis 
pigmentosa and early optic atrophy. The breasts were beginning to develop, 
and the abdomen was extremely obese with large rolls of fat which almost 
concealed the underdeveloped genitalia. The neurologic examination disclosed no 
abnormality except poor vision. She was able to count fingers at a distance of 
1 foot (30.5 cm.). The following data were recorded: height 152.3 cm., weight 
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75 Kg., circumference of the head 53.5 cm., circumference of the chest 95.5 cm., 
circumference of the abdomen 100.5 cm., arm span 114.6 cm., symphysis pubis to 
head 76.5 cm., symphysis pubis to feet 75.8 cm. and blood pressure of 110 mm. of 
mercury systolic and 70 mm. of mercury diastolic. 

The blood cell count and the composition of the urine were within normal limits. 
The reaction of the blood to Kahn and tuberculin tests were negative. Oral 
tolerance of glucose, the copper sulfate study of the blood and the calcium, total 
lipids and cholesterol in the blood.were normal. The basal metabolism rate was 
minus 6. Roentgenograms of the chest, skull and long bones were interpreted as 
normal. There were six digits on each hand, the fourth and fifth on the left sharing 
a common metacarpal. On the right the third metacarpal was bifid and supplied 
the third and fourth digits. 

Psychologic examination revealed mental retardation; the patient had a mental 
age of 6 years and an intelligence quotient of 57. 

The electroencephalogram was essentially normal. 


Case 2.—J. S., 18 month old brother of the patient of case 1, was admitted at the 
same time for study. The parents had noted polydipsia and polyphagia since early 
infancy. His development was extremely slow, and at the time of admission he 
was unable to walk or talk. 

Physical examination revealed a well developed and nourished white boy of 18 
months weighing 27 pounds (8,165 Gm.), an extra digit on each extremity, the 
anterior fontanelle measuring 3 cm. by 3 cm., a positive Macewen sign, atypical 
retinitis pigmentosa and an enlarged abdomen. The genitalia were small. The 
height was 84 cm. The circumference of the head was 48.5 cm. and of the chest 
51.2 cm. 

The blood cell count and urine were normal. The oral tolerance of glucose, 
the results of copper sulfate study of the blood and the cholesterol, calcium and 
lipids were within normal limits. The Kahn and tuberculin reactions of the blood 
were negative. 

Roentgenograms of the chest and long bones were read as normal. There 
were six digits on each hand, the accessory digit being between the ring and the 
fifth finger with an extremely small metacarpal. 

Psychologic examination revealed a mental age of 14 to 15 months and dull 
normal mental ability. 

The electrcencephalogram was interpreted as essentially normal. 

No treatment was instituted, and both patients were discharged Nov. 23, 1945, 
unimproved. ' 





DEVELOPMENT OF HEART BLOCK IN THE NEONATAL PERIOD 


VIOLA E. SHERIDAN, M.D. 
Fellow in Pediatrics, Mayo Foundation 
AND 
ROBERT L. PARKER, M.D. 
ROCHESTER, MINN. 


TH OBSERVA‘11ON of heart block in a newly born infant is of such 

rarity and unusual interest that the following case seems worthy of report. 

A girl was born after thirty-five weeks’ gestation, on Oct. 7, 1944. The 
pregnancy was complicated by the severe diabetes of the mother. Delivery was 
by cesarean section. Although the infant breathed immediately, her cry was 
feeble. Her weight at birth was 1,980 Gm. At general examination no abnormality 
was noted except foi a systolic heart murmur heard over the entire precordium. 
The pulse rate was 160 beats per minute. A variable cardiac arrhythmia was 


Fig. 1.—Electrocardiogram nineteen days after birth (Oct. 26, 1944). 
Auricular tachycardia with frequent periods of auriculoventricular block (dropped 
ventricular beats). The auricular rate was 164 per minute; the ventricular rate 
142 per minute. 


present and was thought to be due to extrasystoles. The child was placed in 
an incubator, and frequent determinations of levels of sugar in the blood were 
made by the micromethod. The hypoglycemia from which the infant suffered 
was counteracted by parenteral and oral administration of dextrose. 


The presence of a systolic heart murmur at birth and the absence of cyanosis 
led to the presumptive diagnosis of a probable interventricular septal defect. 
Owing to the persistence of cardiac arrhythmia, an electrocardiogram was made 
on October 26; this revealed auricular tachycardia, with frequent periods of 
auriculoventricular block (dropped ventricular beats). The auricular rate was 


From the Division of Medicine, Mayo Clinic. 
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164, and the ventricular was 142 per minute (fig. 1). The liver became con- 


siderably enlarged. 
When the infant was 3 weeks old, it was noted that whenever she was dis- 


turbed she became dyspneic, but cyanosis was not noticeable. A few days later 





Fig. 2.—Electrocardiogram six weeks after birth (Nov. 21, 1944), showing 
an increase in the disturbance of auriculoventricular conduction. The tracing 
reveals 2:1 and 3:1 auriculoventricular block. The auricular rate was 164 per 
minute; the ventricular rate 58 per minute. 





Fig. 3.—Pronounced enlargement of the cardiac silhouette at 16 months of age. 
The configuration is that of a coeur en sabot suggestive of tetrology of Fallot 


(teleroentgenogram ). 
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bradycardia suddenly developed; the apical rate varied between 50 and 60 beats 
per minute. The arrhythmia was more predominant than it was previously. 
With this development, clinical symptoms improved and the liver became smaller. 
On electrocardiographic examination November 21, a disturbance in auriculo- 
ventricular conduction which resulted in 2:1 to 3:1 heart block was found. 
The auricular rate was 144 per minute, and the ventricular rate was 58 (fig. 2). 

The infant was kept in the hospital for fifty days before dismissal. In this 
period she frequently became dyspneic but not cyanotic; the systolic murmur, 
which was of maximal intensity over the apex, and the bradycardia persisted. 
These observations led to a final diagnosis of congenital heart disease with inter- 
ventricular septal defect. 

The child again came under our observation in February 1946, at 16 months 
of age. She was admitted to the hospital because of an infection of the upper 
respiratory tract of five days’ duration and because of clinical signs indicative 
of pneumonia involving the right lung. The child was acutely ill and had a 
temperature of 103 F. Roentgenograms showed evidence of partial consolidation 


Fig. 4.—Electrocardiogram at 16 months of age (taken on Feb. 26, 1946), 
showing complete auriculoventricular dissociation. The auricular rate was 128 per 
minute; the ventricular rate 50 per minute. 


of the right lung. She made a satisfactory response to treatment with oxygen 
and penicillin, and within eleven days the evidence of pulmonary infection 
subsided. 

It was of interest that even in the acute course of the infection the cardiac 
rate remained unusually slow, 40 to‘'50 beats per minute. The heart murmur 
was still present and was similar to that noted at birth. However, the 
roentgenogram of the thorax, made after resolution of the pneumonia, revealed 
the heart to be considerably enlarged (fig. 3), and the configuration of the cardiac 
silhouette was suggestive of a malformation of the tetralogy of Fallot. The electro- 
cardiogram revealed complete auriculoventricular dissociation, with an auricular 
rate of 128 and a ventricular rate of 58 beats per minute (fig. 4). 

The child was dismissed from the hospital after eleven days. Although there 
had been evidence of some retardation of development, the child was not cyanotic 
and, on the whole, appeared to be in good health. In view of the increase in 
cardiac size and the development of complete heart block, it was assumed, however, 
that the congenital disarrangement was of such magnitude as to make the prognosis 
extremely unfavorable. 
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COMMENT 


f Up to the present time, approximately 88 cases of true congenital heart block 

have been reported in the medical literature,! and it is of interest that these 
reports include rather rare cases in which the condition was recognized in 
the infant prior to birth.2 The diagnosis of heart block of congenital origin 
presupposes the absence of a history of infection, such as diphtheria, rheumatic 
fever, chorea or congenital syphilis, discovery of the condition in a child and 
confirmation by electrocardiographic examination." This condition in all cases 
has been associated with anatomic congenital defects of the heart; the most 
frequent is patency of the membranous portion of the interventricular septum. 
Even though in rare instances heart block of congenital origin has been discovered 
in adult patients and had been unassociated with symptoms indicative of serious 
cardiac disease, in the main the prognosis has been unfavorable. 

Congenital defect of the interventricular septum is one of the commoner 
developmental defects of the heart. The usual site of the defect is at the base 
of the septum just anterior to the membranous portion. Thus the position of 
the defect in relation to the main bundle of His makes this conduction pathway 
vulnerable to interruption of tts continuity. When the relative frequency with 
which a defect of the interventricular septum is encountered and the rarity 
of associated heart block are considered, it is doubtful whether heart block is 
produced by an actual interruption of the conduction pathway by the septal 
anomaly. Study of the conduction pathways in affected hearts by serial section 
seems to indicate that a developmental defect of the conductive pathway itself 


1. (a) Campbell, M.: Congenital Complete Heart Block, Brit. Heart J. 
5:15-18 (Jan.) 1943. (b) Campbell, M., and Suzman, S. S.: Congenital Com- 
plete Heart-Block: An Account of Eight Cases, Am. Heart J. 9:304-323 (Feb.) 
1934. (c) Colvin, L. T., and Lichter, M. L.: Congenital Heart Block: Report 
of a Case, J. Michigan M. Soc. 43:138-140 (Feb.) 1944. (d) Geiger, C. J., and 
Hines, L. E.: Prenatal Diagnosis of Complete Congenital Heart Block, J. A. M. A. 
115:2272-2273 (Dec. 28) 1940. (e) Hammond, J. W.; Stone, D. C., and Hyams, 
L. L.: Complete Congenital Heart Block, Arch. Pediat. 61:1-5 (Jan.) 1944. 
(f) Hays, L.: Report of Three Cases of Congenital Heart-Block with a Résumé 
of the Literature to Date, J. Pediat. 4:380-386 (March) 1934. (g) Hoekenga, 
M. T.: Complete Heart Block in an Infant Associated with Multiple Congenital 
Cardiac Malformations, Am. J. Dis. Child. 69:231-233 (April) 1945. (h) Jaleski, 
T. C., and Morrison, E. T.: Congenital Heart Block: A Study of Two Cases in 
Healthy Adults, Am. J. M. Sc, 206:449-453 (Oct.) 1943. (i) Leys, D.: Con- 
genital Heart Block with Dex. ‘ocardia, Brit. Heart J. 5:8-10 (Jan.) 1943. 
(j) Peel, A. A. F.: Congenital Heart Block with Atrial and Ventricular Septal 
Defect, ibid. 5:11-14 (Jan.) 1943. (k) Stein, W., and Uhr, J. S.: Congenital 
Heart Block: Report of a Case, ibid. 4:7-10 (Jan.) 1942. (1) Wenner, H. A.: 
Notes on Congenital Auriculo-Ventricular Dissociation: Report of a Case of 
Congenital Heart Block, Connecticut M. J. 8:160-163 (March) 1944. (m) Witt, 
D. B.: Congenital Complete Auriculoventricular Heart Block, Am. J. Dis. Child. 
47: 380-387 (Feb.) 1934. (n) Yater, W. M.: Congenital Heart-Block: Review 
of the Literature; Report of a Case with Incomplete Heterotaxy; the Electro- 
cardiogram in Dextrocardia, ibid. 38:112-136 (July) 1929. (0) Yater, W. M.; 
Leaman, W. G., and Cornell, V. H.: Congenital Heart Block: Report of the 
Third Case of Complete Heart Block Studied by Serial Sections Through Con- 
ductive System, J. A. M.°A. 102:1660-1664 (May 19) 1934. 

2. Colvin and Lichter.1° Hammond, Stone and Hyams.!¢ Witt.1™ 
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is present rather than a mechanical interruption of a normally developed con- 
duction system by the septal defect.1° 

One of the unusual features of the case presented herein was the progressive 
development of the complete heart block. Review of the tracings reveals that 
the earliest indication of cardiac arrhythmia was present a few days after birth 
and was shown by electrocardiogram to be due to intermittent auriculoventricular 
block; yet the tracings made a few days later, when persistent bradycardia was 
noted, demonstrated partial, 2:1 and 3:1, heart block, with occasional auricular 
impulses getting through. Then when the infant was 16 months of age complete 
auriculoventricular dissociation was present. The normal configuration of the 
QRS complexes indicates that the impulse for ventricular excitation was arising 
in the conductive pathways above the site of the bifurcation of the bundle of His. 

The basis for the progressive change in the degree of heart block after birth 
in our case is a matter of speculation. We are of the opinion, however, that it 
is more logical to assume that, with the increased demand on the heart subsequent 
to birth and with the progressive cardiac enlargement, the poorly developed 
conductive system was unable to maintain continuity probably in the region 
just distal to the auriculoventricular node, rather than to assume that an increase 
in the size of the ventricular septal defect, subsequent to birth, produced a 
progressive interruption of the conductive pathway. 








News and Comment 


THE FIFTH ANNUAL INTERNATIONAL CONGRESS OF PEDIATRICS 


The Fifth International Congress of Pediatrics will meet in New York City 
at the Waldorf-Astoria Hotel, July 14 to July 17, 1947. 

July 14-has been set aside for registration, for the first plenary session of the 
Congress and for the viewing of the exhibits. The opening session of the Congress 
will be held Tuesday morning and will be followed immediately by the first of the 
scientific sessions of the Congress, which will continue through Thursday. A 
telephonic translation system will be installed that will do away with the loss of 
time of translation into the various languages and make possible the presentation 
and discussion of more topics. : 

Dr. Rustin McIntosh of New York, chairman of the Program Committee, has 
consulted with the various national committees in arriving at the following outlines: 

I. Major topics 
1. Diseases caused by filtrable viruses 
2. Chemotherapeutic agents in the conteol of infectious diseases 
II. Subsidiary topics 
1. Neonatal mortality 
. Incompatibility of blood 
. Alimentary toxicosis 
. Bioimmunologic procedures 
. Congenital heart disease 
6. Rheumatic fever 
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III. Sectional meetings 
(One session only will be given over to sectional meetings grouped 
under) : 
. Factors in pregnancy affecting the child 
. Future of preventive pediatrics 
. Vitamin requirements and avitaminosis 
. Nutrition 
. Control’ of air-borne infections 
. Tuberculosis 
. Endocrinology 
. Insects and other vectors of infectious diseases: methods of control 

(No simultaneous translation service will be available for these 

meetings. ) 

The Exhibit Committee, under the co-chairmanship of Dr. F. T. Mitchell, 
376 S. Bellevue Blvd., Memphis 4, Tenn., and Dr. F. F. Schwentker, of Baltimore, 
is preparing an extensive and comprehensive exhibit illustrating the advances in 
all fields of medicine, as well as in the general field of clinical pediatrics. One 
room will be set aside for demonstration with motion pictures. The scientific 
exhibit will represent the major contribution of the United States to the scientific 
program of the Congress. Dr. Mitchell is anxious to have all suggestions of 
available and suitable material sent to him at the earliest moment. 

The Committee on Local Arrangements, of which Dr. Miner C. Hill, of New 
York, is chairman, has been given to understand that the hotel situation has 
improved considerably and that there is every prospect that it will be better next 
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July. As soon as possible, special notices will be sent out to pediatricians regarding 
hotel reservations, and more details regarding program, exhibit and entertainment. 

Trips to various medical centers are being planned and will be taken charge of 
by the Committee on Postcongress Tours in collaboration with the American 
Express Company, the travel agents for the Congress. 

The Organization Committee, composed of members from the American 
Academy of Pediatrics, the Pediatric Section of the American Medical Association, 
the American Pediatric Society and the Society for Pediatric Research, wishes 
to call to the attention of each pediatrician that he can contribute greatly to the 
success of the undertaking by his attendance at and support of the Congress. It is 
the hope of the Committee that every American pediatrician will welcome this 
opportunity to act as host to the guests from foreign lands. 


H. F. Hetmuoiz, M.D., Rochester, Minn. 


Academic Changes.—Dr. Franklin P. Gengenbach, of Denver, has been made 
emeritus professor of pediatrics in the University of Colorado School of Medicine. 
He is succeeded by Dr. Harry H. Gordon, of New York. 

Dr. Edwards A. Park has been made emeritus professor of pediatrics at Johns 
Hopkins University. He is succeeded by Dr. Francis F. Schwentker as professor 
of pediatrics. 

Dr. Henry F. Helmholz has retired as professor of pediatrics at the Mayo 
Foundation and as head of the section on pediatrics of Mayo Clinic at Rochester, 
Minn. He has been succeeded by Dr. Roger L. J. Kennedy. 

Dr. Richard M. Smith has retired as professor of pediatrics at Harvard Uni- 
versity Medical School. He is succeeded by Dr. Charles A. Janeway. 


Application Fee for the American Board of Pediatrics, Inc.—Because 
of the increased cost of running the American Board of Pediatrics, Inc., the 
Board has found it necessary to-raise the application fee to $125, effective May 1, 
1947. 





Obituaries 


1. JUNDELL, M.D. 
1867-1945 


The grand old man of Swedish pediatricians, Dr. I. Jundell, died 
Dec. 24, 1945, in his seventy-eighth year. His strenuous life was 
devoted to scientific research, to the organization and the administration 
of social welfare work and to the practice of medicine. He began as 
an internist and was then, in 1905, appointed associate professor of 
pediatrics at the Royal Caroline Medical School at Stockholm. From 
1912 to 1932 he held the chair of pediatrics at the same university, as 
‘successor to Medin. In the beginning his principal field of research 
was bacteriology, but from 1900 on his interest focused on pediatrics 
and the social welfare of children. He has contributed much to present 
knowledge of, among other subjects, the physiology of infancy and 
childhood, the mineral metabolism in health and in disease and the 
pathogenesis and prophylaxis of rickets. 

Dr. Jundell was the founder and editor of Acta Paediatrica. This 
periodical first appeared in 1921 and at the death of Jundell had attained 
its thirty-third volume. Dr. Jundell took the initiative and was the 
president of the Second International Congress of Pediatrics in Stock- 
holm, in 1930. Although at that time twelve years had passed since 
the end of World War I Dr. Jundell met with great difficulties in his 
endeavor to assemble pediatricians from formerly hostile countries to 
peaceful discussions on major subjects in the field of pediatrics. That 
the Congress was successful was principally due to him, his clever 
and tactful preparatory work and his great talent of organization. After 
his retirement as professor, Dr. Jundell attended and took active part 
also in the Third and the Fourth International Congress and was often 
seen at other pediatric meetings. He was a little shy, generous, kind 
man, well known and beloved by contemporary pediatricians. He was 
honorary or corresponding member of a large number of scientific 
societies all over the world. 





Abstracts from Current Literature 


Vitamins; Avitaminoses 


Non-AVAILABILITY OF FECAL THIAMINE IN THIAMINE DeFIcIeNCcy. GLapys A. 
Emerson and Harry G. OBERMEYER, Proc. Soc. Exper. Biol. & Med. 59:299 
(June) 1945. 


Three groups of 8 weanling male rats each were given low thiamine diets; to 
two groups 5 and 50 micrograms of thiamine were added respectively, and the third 
group was given no thiamine supplement. The amount of thiamine per gram of 
feces excreted was the same regardless of the thiamine in the diet. The 
cocarboxylase was determined on the thirty-first day, at which time the animals 
had declined in weight and 7 had succumbed to deficiency of thiamine. The per 
cent of the total thiamine excreted as cocarboxylase was 80 in the thiamine-deficient 
animals, 69 in those receiving 5 micrograms and 41 in those receiving 50 micro- 
grams of thiamine daily. The nonavailability of fecal thiamine was further demon- 
strated by the feeding of feces to thiamine-depleted animals; the feeding of thiamine 
sufficient to supply 5 micrograms of thiamine daily was without effect on the 
progress of deficiency. In contrast to this when 5 micrograms of thiamine was 
administered daily, spectacular weight gains were observed. ; 


HANSEN, Galveston, Tex. 
EFFEcT 0 ELEVATED Bopy TEMPERATURE ON PLASMA VITAMIN A AND CAROTENE. 
H. C. S. Aron, R. M. Craic, C. J. Farmer, H. W. KeEnpett and G. X. 
ScHWEMLEIN, Proc. Soc. Exper. Biol. & Med. 61:271 (March) 1946. 


A series of 92 patients most of whom were suffering from syphilis or gonorrhea 
were treated with induced hyperpyrexia and various therapeutic agents (bismuth 
salt, arsenic preparation, sulfonamide compound or penicillin). Study of levels of 
vitamin A and carotene in the plasma indicated that there was a definite decrease 
which varied with the height and duration of the physically induced fever but 
was independent of the chemotherapeutic agent employed. The drop in vitamin A 
was greater (30 per cent after eight hours, 20 per cent after six hours and 10 per 
cent after three hours) than in carotene (20 per cent after eight hours, 15 per cent 
after six hours and 10 per cent after three hours) with the rectal temperature of 
106 F. Determinations of the plasma protein and hemoglobin indicated these 
changes to be independent of the hydremia. The restoration of the plasma levels . 
took place on the second day after fever and occurred without special. diet or medi- 
cation. In 4 patients of 84 who received fever-chemotherapy at the level 105.5 to 
106 F. (rectal), there developed mild jaundice with an increased icteric index 
(14 to 45 units). The level of vitamin A was lower in these patients, and there 


was a delay in the spontaneous rise. Hawean, Galveston. Texas 
. ’ ’ . 


THE Resutts oF Routine PRopHYLAXIS AND TREATMENT OF RICKETS IN War- 
TIME Nurseries. Davin Krestin, Arch. Dis. Childhood 20:28 (March) 1945. 


+ his is a study of the routine administration of cod liver oil supplied by the 
Ministry of Food, containing 600 to 800 international units of vitamin D to the 
drachm (3.8 Gm.), for protection against rickets and of the administration of this 
oil and a more concentrated preparation of vitamin D for infants showing roentgen- 
ologically active disease. 

In a series of controls under 12 months receiving no protective vitamin, rickets 
developed in two thirds; whereas, in a similar series between 1 and 2 years old 
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only 10.7 per cent had the disorder. Children over two years ‘of age used as 
controls all remained free during the six month period of observation. 

A daily dose of 1 drachm (3.8 Gm.) of cod liver oil (600 to 800 international 
units of vitamin D) failed to protect two thirds of the infants under 6 months. 
Two drachms (7.7 Gm.) (1,500 international units) protected most and 3 drachms 
(11.7 Gm.) (2,100 international units) all the infants under 1 year. In about 11 per 
cent of the infants between 1 and 2 years, receiving 2 drachms daily, rickets 
developed, but all remained free on 4 drachms (16 Gm.) (3,000 international units). 

Infants under 1 year having mildly active rickets were all cured with 2 drachms 
(1,500 international units) of cod liver oil a day. Those between 1 and 3 years 
appeared to require doses up to 3,000 international units. All infants showing a 
“more severe” degree of activity responded well to daily doses of 3,250 international 
units given as a concentrated preparation. KeLty, Milwaukee. 


Farty RICKETS OF NuRSLINGS DuRING THE WINTER MontHs. R. SAacrez, 
R. CHapeLo and H. Leroux, Arch. franc. de pédiat. 2:199, 1944-1945. 


The authors reported 20 cases of rickets in breast-fed infants under 4 months 
of age during the winters 1941-1942 and 1942-1943. This was a matter of surprise, 
since rickets is exceptional before the age of 6 months and, furthermore, it is 
practically always found in artificially fed babies. The patients were otherwise in 
good health; all belonged to families of the working class, living at Clermont- 
Ferrand or in the neighborhood of Vichy, and the group represented half of the 
infants under observation during this period. It is affirmed that before the war 
rickets had not appeared in infants fed at the breast. 

A brief history of each case is included. Craniotabes was present in each 
instance and a positive rosary in 8. The significance of craniotabes in very young 
nurslings is a matter of dispute, but most authorities accept it as positive evidence 
of rickets. In these observations the sign appeared first at the border of the 
sutures, and it was then manifested by the appearance of zones of decalcification 
throughout the surface of the bone. 

The writers concluded that the appearance of rickets in these infants was 
directly concerned with faulty alimentation of the mothers, due in turn to the 
privations of war and simulating in every respect the occurrence of rickets in the 
newborn, described by Maxwell, Hu and Turnbull in their work among Chinese 
children, in 1932. In the latter series it was shown that the mothers were suffering 
from osteomalacia. 

Chemical examinations of the mothers’ milk in the current study showed a slight 
deficit of phosphorus in those whose infants suffered with rickets. There was a 
disturbance of the calcium-phosphorus ratio, and the calcium content varied from 
0.435 Gm. to 0.255 Gm. per liter, the average being 0.331 Gm. The phosphorus 
varied from 0.173 Gm. to 0.076 Gm. per liter, the average being 0.120 Gm. 

Of the mothers whose babies were free of rickets, the calcium averaged 


0.344 Gm. per liter and the phosphorus 0.157 Gm. headin: Uinta 


RESEARCH ON METABOLISM OF VITAMINE D: II. Errects or THE ADMINISTRATION 
By MouTH oF FIFTEEN MILLIGRAMS ON THE PHOSPHORUS AND CALCIUM 
BALANCE IN THE INFANT. R. Houvet, Ann. pediat. 166:177 (April) 1946. 


Every infant, whether rachitic or not, who was given 15 mg. of vitamin D 
orally showed a slight increase in urinary excretion of calcium and magnesium 
and a great increase in extretion of phosphorus. These increases showed a 
maximum value about the ninth day, followed by a rapid drop to the previous 
values. 

Rachitic children who were given 15 mg. of vitamin D showed a rapid and 
great improvement in intestinal resorption of the calcium, magnesium and phos- 
phorus, but normal children did not show any improvement. 
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The calcium balance stays unchanged in nonrachitic children, but improves 
rapidly in the rachitic ones. The phosphorus balance at first decreases and there- 
after reaches again the values before administration of 15 mg. of vitamin D in 
the nonrachitic children, but shows great improvement in rachitic children. 


After administration of 15 mg. of vitamin D in oily solution, some intestinal 
disturbances may occur, varying from a more or less severe diarrhea to a variation 
in weight of the stools, or just a lack of resorption of the fats. 

When given in 15 mg. doses, there is no difference in action between vitamin Dz 
and vitamin Ds. 


A new test for vitamin D deficiency is proposed. Avrmen’s Anereace 


AtyPIcAL CASE OF RICKETS. ANDERS HaAGSTROMER, Nord. med. (Hygiea) 
24:2223 (Dec. 15) 1944. : 


The author reports a case of rickets in a girl aged 5 years who had gained 
weight poorly from her first year of life, had shown signs of vitamin-D-resistant 
rickets from 1 year of age, had always displayed difficulty in walking and had 
had albuminuria during the last three years. Her blood calcium level was normal; 
there was hypophosphatemia (2.3 to 3.6 mg. per hundred cubic centimeters), hyper- 
chloremia, hyperacetonemia without acetonuria and pronounced acidosis. Roentgen 
examination of the kidneys showed normal conditions. The author believes that 
the case in some respects resembles the atypical rickets of Albright and others. 
Treatment with calcium, vitamin D and citric acid seemed to have a favorable 
effect on her general condition and on the chemical values of her blood. 


WaALLGREN, Stockholm, Sweden. 


Ascorsic Acip CONTENT OF THE BLoop oF SCHOOL CHILDREN DURING THE SPRING 
AND THE Fatt. INGA LINDGREN, Svenska 1ak.-tidning. 41:767 (March 17) 
1944, 


The blood of 73 school children aged 10 to 15 years was examined by the 
micromethod of Farmer and Abt. During the spring the average value was 
0.17 mg. per hundred cubic centimeters, during the fall 0.54 mg. per hundred 


cubic centimeters. WaALLGREN, Stockholm, Sweden. 


Prematurity and Congenital Deformities 


A Stupy OF PREMATURE INFANTS OBSERVED IN A PRIVATE HOSPITAL BEFORE AND 
AFTER THE ESTABLISHMENT OF A PREMATURE NuRSERY. ALLAN BLoxsoM, 
J. Pediat. 28:418 (April) 1946. 


The mortality rate of premature infants was reduced 51 per cent in a large 
maternity hospital through the establishment of a nursery for premature infants. 


The factors operable in this reduction have been indicated to be the training 
and interest of the nursing personnel, the interest of obstetricians in obtaining 
larger and more certainly viable infants, the use of breast milk as the initial 
feedings for the premature infants, the routine use of oxygen immediately after 
delivery without waiting for the development of cyanosis, the use of a sulfonamide 
compound or preferably penicillin routinely in all instances of atelectasis or in 
infants of mothers having immediately antepartum infections and the institution 
of aseptic nursery technic together with ultraviolet irradiation to prevent air-borne 
infections. 


The economic value of a nursery for premature infants to a hospital and a 
community, to mention nothing of the saving of mental anguish to numbers of 
persons, is in direct proportion to the number of premature infants delivered in 


that fendi 
at institution. AvuTHor’s ABSTRACT. 
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MarFAN’s SynproME. C. H. Jotty and O. H. Sora, Arch. de oftal. de Buenos 
Aires 18:697 (Dec.) 1943. 

The authors report a clinical case of the disease in a boy aged 14, who was 
185 meters (7234 inches) tall and weighed only 60 Kg. (13034 pounds). Exaggerated 
height and obesity occurred in his ancestors. 

The abnormal length of his hands and feet was conspicuous. Clinical and 
roentgenographic examinations of his hands showed arachnodactyly. There was 
no abnormality of the heart. Ocular examination demonstrated the presence of 
bilateral ectopia of the crystalline lens. With corrections of + 4.00 D. sph. for the 
right eye and a + 7.00 D. sph. for the left eye, vision was 1/2 and 1/10 in the 
respective eyes. H. F. Carrasguityo. [Arcn. Oputu.] 


CASE oF Hurter’s Synprome. H. ArRNoLpsson and N. G. Norpenson, Nord. med. 

(Hygiea) 13:503 (Feb. 14) 1942. 

A case is reported of multiple congenital abnormalities similar to Hurler’s 
syndrome in a boy of 13 who had 2 healthy older brothers. He displayed mental 
deficiency, retinochoroiditis, osteochondrodystrophy, hepatosplenomegaly, broncho- 
stenosis, cystic lung, hypochromic anemia, leukopenia, thrombocytopenia and prob- 


ably heart failure. WaALLGREN, Stockholm, Sweden. 


Newborn 


Hepatic Aspscess CoMPLICATING ATRESIA OF THE SMALL INTESTINE OF A NEWBORN 
INFANT. SUMNER Price and THomas Cuanc, Arch. Path. 41:450 (April) 
1946. 


Dr. Price and Dr. Chang of Queens Hospital, Honolulu, report the case of an 
infant girl of Japanese extraction who was born with jejunal atresia, a subhepatic 
peritonealized abscess and a large intrahepatic abscess involving two thirds of the 
right lobe of the liver. Except for nausea and occasional vomiting in the first 
trimester and swelling of the ankles with some incontinence of urine in the last 
trimester, the pregnancy had been uneventful. Delivery had apparently been normal 
and the placenta had not been grossly diseased. The infant was edematous at birth, 
and respirations, though spontaneous, soon became labored. The edema decreased 
slightly, but the infant began to vomit, a generalized macular rash appeared, and 
the cyanosis increased, until death occurred thirty-nine hours after birth. 

Significant laboratory data included a white blood cell count of about 12,000 
per cubic millimeter (corrected for 44 normoblasts per hundred cells), with 51 per 
cent polymorphonuclear cells, 4 per cent myelocytes, 38 per cent lymphocytes, 
3 per cent monocytes and 4 per cent eosinophils. Roentgen studies showed a large 
mass under the lower seven ribs on the right side, another beneath the first mass 
and extending into the pelvis and beyond the midline to the left and a third mass 
occupying the entire lumbar area, extending to the left of the vertebral column 
1 cm. and apparently extrapelvic in position. 

At autopsy there were generalized peritonitis with adhesions; abscess of the 
right lobe of the liver, with calcium in the fibrous capsule; right subhepatic 
“peritonealized” abscess; atresia of the jejunum with bulbous dilatation above it; 
Meckel’s diverticulum below the atresia, and pulmonary atelectasis. Colon bacilli 
were cultured from the hepatic abscess and no amebas were identified. The authors 
suggest intrauterine perforation of the dilated jejunum as the probable site of 
origin of the peritonitis and abscesses. Geren, Boston. 


FurRTHER OBSERVATIONS OF EPIDEMIC DIARRHEA OF THE NEWBORN: I. OBSERVA- 
TION OF A BreHastc Type or Ciinicat Course; II. THERAPEUTIC MEASURES 
INcLuDING PROPHYLACTIC AND THERAPEUTIC Use oF GAMMA GLOBULIN. 
Rosert H. HicH, Nina A. ANDERSON and Watpo E. Netson, J. Pediat. 
28:407 (April) 1946. 

In an outbreak of epidemic diarrhea of the newborn the incidence of the disease 
and the mortality from it were higher among premature infants than among full 
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term ones. A number of the infants exhibited a clinical course in which improve- 
ment, which was apparent as measured by clinical and biochemical means, was 
followed by a relapse in which the diarrhea and the acidosis were even severer 
than in the initial stage. This “biphasic” type of clinical course was more frequent 
among the smaller infants, and it resulted in death from respiratory failure for 
all but 1 of the infants who abruptly lost weight and showed an extreme state 
of shock. Significant of a poor: prognosis were such findings as poor general 
appearance, persistent even if mild diarrhea, persistent loss of weight in spite of 
a tremendous intake of fluid (orally and parenterally), intractable abdominal dis- 
tention, bleeding tendencies, precipitous loss of weight, the appearance of the 
“biphasic” course, prematurity, complications and collapse. 

Bacteriologic studies of cultures obtained from the stools of the patients, from 
the nasopharynx of the patients and of attending physicians, nurses and maids, 
from the formulas and from their ingredients and from blood agar plates exposed 
to the air at various sites in the nurseries and on the obstetric floor failed.to show 
growth of a recognizable pathogenic bacterium. Virologic studies could not be 
performed. None of the infants affected with diarrhea had herpetic lesions in 
the mouth. Autopsies did not demonstrate any pathognomonic lesions. 

Control of the outbreak was not accomplished until the entire obstetric depart- 
ment was closed to admissions and was thoroughly cleaned and repainted before 
it was reopened. 

Treatment included modification of the oral feeding, maintenance of fluid balance, 
prompt correction of states of acidosis, oral administration of synthetic ascorbic 
acid and thiamine hydrochloride, and intravenous injection of amino acid solution, 
of plasma and of whole blood when indicated. Weighing the infants twice daily 
and frequent determinations of the hemoglobin concentration were helpful in 
appraising the state of. hydration. Sulfonamide compounds (succinyl-sulfathiazole, 
sulfathiazole and sulfadiazine) were ‘not of prophylactic or therapeutic value for 
the diarrheal disturbance, and penicillin was not beneficial except for other 
coexisting infection. Adrenal cortical extract was not effective in combating shock. 

Gamma globulin, given intramuscularly in dosages of 5 cc. to a limited series 
of patients, did not appear to retard the development of the disease among the 
infants already exposed to it or to alter the clinical course. 


AvutTHors’ ABSTRACT. 


AN EVALUATION OF THE DISTINCTION IN THE CLINICAL COURSE AND THE TREAT- 
MENT OF ERYTHROBLASTOSIS AND IcTERUS Gravis. Peter G. Danis, J. Pediat. 
28:453 (April) 1946. 


The author briefly reviews the major developments of the changing views on 
the etiology of fetal erythroblastosis and icterus gravis. Of cases generally falling 
within the general classification of these disorders, two distinct clinical entities are 
delineated and described. In one group, the clinical picture is characterized by 
rapidly developing anemia, pronounced erythroblastosis, and bleeding tendencies 
with petechiae, along with, usually, some jaundice. In the other, the anemia is 
not pronounced but the jaundice is extreme, more often resulting in kernicterus. 
With the former, immediate and persistent blood transfusions are required. Though 
both types require therapeutic attention to the support of hepatic function, this is 
of greater importance with the latter group. Here the use of dextrose subcutane- 
ously and of choline is recommended. Exemplary cases for each type are described. 


AvutTHor’s ABSTRACT. 


NEONATAL MortTALITy RATES IN INFANTS RECEIVING PropHyYLactic Doses oF 
Vitamin K. W. W. Waonpett Jr. and Betry Wititis WHITEHEAD, South. 
M. J. 48:349 (May) 1945. 


Vitamin K administered to infants shortly after birth has prevented hemor- 
rhagic disease of the newborn in the University of Virginia Hospital. The authors 





212 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


feel that the administration of vitamin K (2 mg. of menadione [2-methy!-1,4 
naphthoquinone]) to expectant mothers previous to delivery should reduce the 
incidence of intracranial hemorrhage incident to birth trauma. This report fails 
to confirm this feeling. Nevertheless, they hope that from further observation 
and study on the part of themselves and others that the administration of vitamin K 
to mothers before delivery will be proved to be of value. 


Locan, Rochester, Minn. 


A Grave Type oF PuruLENT CONJUNCTIVITIS OF THE NEwsorN. A. VILACORO, 
Arch. Soc. oftal. hispano-am. 4:18 (Jan.-Feb.) 1944. 


The disease makes its appearance three or four days after birth, with moderate 
conjunctival congestion. In three days purulent conjunctivitis sets in, with intense 
congestion of the bulbar and palpebral conjunctiva and abundant discharge over 
the lids. Two or three days later the inflammation reaches its maximum, and the 
chemotic conjunctiva shows over the margins of the lids, which are red and 
swollen. At this time superficial infiltration of the cornea is observed. Ultimately, 
the entire thickness of the cornea is involved. Perforation may take place. When 
the condition subsides, the cornea remains opaque, and vision is greatly limited or 
altogether lost. 

All efforts to find the causative agent of the disease have failed. No bacteria 
or inclusion bodies have been identified. It is thought that some filtrable virus 
may be responsible. 

Treatment is of no avail. The disease lasts two or three months. The author 
reports 4 cases. Complete blindness resulted in 2 of the cases and partial blindness 


in the other 2 cases. H. F. Carrasguityio. [Arcn. Opxtu.] 


Acute Contagious Diseases 


OBSERVATIONS ON THE TREATMENT OF SCARLET FEVER WITH PENICILLIN. EPI- 
DEMIOLOGY Unit No. 82, U. S. Navat Hospirat, Am. J. M. Sc. —211:417 
(April) 1946. 


Three series of patients with scarlet fever were treated with increasing dosages 
of penicillin: 240,000 units over a three day period, 360,000 units over a six day 
period and 480,000 units over an eight day period. 

The clinical response to penicillin was good in all cases. 

The incidence of complications was highest (31 per cent) in the series of patients 
receiving 240,000 units and lowest (6 per cent) in the patients receiving 480,000 
units. 

The rate of recurrence of positive cultures of material from the throat was 
highest (77 per cent) in the patients receiving 240,000 units and lowest (8 per 
cent) in the patients receiving 480,000 units. 

Of the organisms found, 89 per cent were types A 17 and A 19. Of the 
organisms typed, 72 per cent were resistant to sulfonamide compounds in concen- 
trations of 25 mg. or more per hundred cubic centimeters. 

The use of 480,000 units of penicillin over an eight day period is a satisfactory 
method for the treatment of scarlet fever and for preventing the convalescent 
patients from becoming beta hemolytic streptococcus carriers. 

HeENsKE, Omaha. 


DERMATOLOGIC ASPECTS OF Perperenats. J. G. Reyes, New York State J. Med. 
45:1673, 1945. 


During the recent epidemic of poliomyelitis in New York, Reyes had the 
opportunity to observe the great frequency of hyperkeratinization in patients 
suffering from this disease. In 98 per cent of the cases hyperkeratotic lesions were 
located on both infrapatellar areas, on the anterior and lateral aspects of both 
ankle joints, on the dorsa of both feet, on both soles and on the malleoli. These 
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lesions, resembling those encountered in cases of viamin A deficiency, seemed to 
be proportional in severity to the severity of the poliomyelitis, their prominence 
disappearing with the abatement of the poliomyelitis. Therefore vitamin A defi- 
ciency may be considered as a possible predisposing cause of poliomyelitis. Further 
investigations are suggested as to the possibility of treating poliomyelitis with 


vitamin A. RoncHEse, Providence, R. I. [ArcH. Dermat. & Sypx.] 


THE FAILURE OF ANTIDIPHTHERITIC VACCINATION. P. GAUTIER and J. de BEAvvalIs, 
Bull. schweiz. Akad. d. med. Wissensch. 2:60 (May) 1946. 


In 1945, 66 of 98 patients treated in the authors’ clinic for diphtheria had been 
vaccinated previously. It must, therefore, be admitted that the disease cannot as 
yet be entirely overcome by vaccination. Immunity tests (Schick, Reh, etc.) show 
that 34 per cent of vaccinated patients are susceptible to infection. 

From these facts it must be concluded that the morbidity and the number of 
patients who have really become immune have not been influenced to the extent 
hoped for by vaccination. On the other hand, mortality has decreased much. 

The duration of immunity is rather short; revaccination is useless if carried out 
after too great an interval. It should be given in time and in repeated doses. The 
immunity of the vaccinated patients should be checked regularly by means of 
appropriate tests. 

The results so far obtained can certainly be improved by the perfection of 


antidiphtheritic vaccination. Aurmces’ Anernact 


ScaRLET FEveR IN Oso 1939-1940. Peter M. Horst, Nord. med. (Norsk mag. f. 
legevidensk. 15:2357 (Aug. 22) 1942. 


From July 1939 to April 1940 there was an epidemic of scarlet fever in Oslo. 
About 1,500 patients were admitted to hospitals. The epidemic began practically 
simultaneously in twenty-five children’s summer camps and could not be traced 
to any common source of infection. Isolation had no apparent effect on the course 
of the epidemic. A great number of children were not immediately transferred to 
hospitals, but spent séveral days in their homes before the diagnosis was made; 
however, only a negligible number of secondary cases were observed. Only seldom 
was it possible to trace the source of infection. The cities of Oslo and Trondheim 
are compared; in Trondheim isolation has been practically abolished in scarlet 
fever since 1907, but the incidence of scarlet fever has not increased. Clinically, 
the epidemic was mild. One hundred and eighty patients were treated with anti- 
toxic serum with convincing effect in about 20 per cent. One hundred and eighty 
patients were treated with sulfonamide compounds without appreciable effect. 


WaALLGREN, Stockholm, Sweden. 


CHEMOTHERAPY IN PoLIioMYELITIS. Esse Pretrén, Svenska 1ak.-tidning. 39:481 

(Feb. 20) 1942. 

The author reports on treatment of poliomyelitis by oral administration of 
potassium chlorate (0.08 to 0.10 Gm. per kilogram of body weight), a method 
previously recommended by Contat. Of the 38 patients treated 2 became worse 
and none died. Of 49 controls 17 became worse and 2 died. The drug produced 
no toxic effects. The author, who has had much experience with infantile 
paralysis, was impressed by the benign course of the disease in the treated group 


of patients. WaALLGREN, Stockholm, Sweden. 


RELIABILITY OF OL_pD MEASLES CONVALESCENT SERUM. GUNNAR FIscHer, Svenska 
lak.-tidning. 39:498 (Feb. 20) 1942. 


Five year old measles convalescent serum used in amounts that corresponded 
to twice the ordinary dose seemed effective when given during the first three to 


four days after Saposure. WALLGREN, Stockholm, Sweden. 
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MENINGITIS ParotiticA. TorBEN JersiLp, Ugesk f. leger 104:812 (Aug. 6) 1942. 


Jersild reports on 16 cases of mumps associated with meningitis; in 5 of these 
the meningitis was the primary symptom and the swelling of the parotid gland 
secondary; in 11 cases the meningitis was the only manifestation of the mumps 
infection.’ The diagnosis of mumps associated with meningitis was verified in the 
latter cases by the characteristic and uniform course of the disease and especially 
by the epidemiologic circumstances. The prognosis was good in all cases. 


WALLGREN, Stockholm, Sweden. 


Acute Infectious Diseases 


THE TREATMENT OF ACUTE RHEUMATIC FEVER WITH LARcE Doses or Sopium 
SALICYLATE, WITH SpeciAL REFERENCE TO DosE MANAGEMENT AND TOXIC 
MANIFESTATION. B. V. Jacer and R, Atway, Am. J. M. Sc. 281:273 
(March) 1946. 


Treatment with large doses of salicylates appeared to be effective in the 5 
patients with initial attacks and in 4 of the 7 patients with recurrent attacks of 
acute rheumatic fever who could be followed for short periods after medication 
had been stopped. It is probable that the results would not appear so favorable 
if every patient could have been followed. Several of those who did not return 
for examination showed evidence suggestive of persistent rheumatic activity at the 
time of their discharge from the hospital. HENSKE, Omaha. 


Sinus BrapycarpIA IN ACUTE RHEUMATIC Fever. A. M. GROSSMAN and 
A. GraysieL, Arch. Pediat. 68:105 (March) 1946. 


Reports are presented of 2 cases of sinus bradycardia during the course of 
acute rheumatic fever which bore no constant relationship to the degree of pro- 


longation of the auriculoventricular conduction time. The authors review other 
reported cases of this phenomenon and support the hypothesis that overstimulation 
of the vagus supplies the most plausible explanation. 

GruLEE Jr., Minneapolis. 


Types oF STREPTOCOCCI ASSOCIATED WITH Bovine MastTiT1s FoLLowep By OuvuT- 
BREAKS OF HuMAN Disease. Atice C. Evans, J. Infect. Dis. 78:18 
(Jan.-Feb.) 1946. ; 


The data on twenty-nine milk-borne outbreaks of human streptococcic disease 
which were traced to bovine infection and studied to determine the agglutinative 
type of the causal organism are summarized in tabular form. 

The evidence ‘that the nature of the outbreak depends on the agglutinative type 
of the streptococcus concerned is discussed. Outbreaks caused by type 3 were 
usually classed as scarlet fever. Those caused by type 13 were considered to be 
definitely unlike the sore throats which may be caused by scarlatinal strains. 
Outbreaks caused by the related types 11, 12 and 27 (considered as a group) 
were usually but not always classed as septic sore throat. In the case of some 
of these outbreaks the investigators questioned whether a distinction could be 
made between septic sore throat and the sore throat caused by scarlatinal strains. 

The evidence that strains of group A from bovine sources may tend to belong 
more frequently to certain agglutinative types is discussed. The data suggest 
that they tend to belong to types 1, 3, 13 and the related types 11, 12 and 27. 


Toomey, Cleveland. 


EXPERIMENTAL BASIS OF SULFONAMIDE THERAPY IN BACILLARY DYSENTERY. 
FrepertcK J. Moore, Joun F. Kesser, D. G. Simonsen, and JEssIz 
Marmortson, J. Infect. Dis. 78:25 (Jan.-Feb.) 1946. 


Treatment of bacillary dysentery with sulfonamide compounds should be 
aimed primarily at the lumen and superficial ulcerations of the lower bowel. There 
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is no known reason for attempting to treat the other tissues of the patient. On 
the basis of relative in vitro activity, relative fecal concentration of free sulfona- 
mide compound, and relative risk of toxicity from systemic absorption, the 
following order of preference of sulfonamide drugs for the treatment of bacillary 
dysentery is suggested: enteric-coated sulfadiazine (best), similarly coated 
sulfathiazole, sulfasuxidine, uncoated sulfadiazine, uncoated sulfathiazole and 


sulfaguanidine. Toomey, Cleveland. 


NUTRITIONAL DEFICIENCY AND RESISTANCE TO INFECTION. I. J. Kuicier, K. 
GUGGENHEIM and HANNA HERRNHEISER, J. Infect. Dis. 78:59 (Jan.- 
Feb.) 1946. ; 


Rats rendered deficient in biotin by being fed with egg white for a few weeks 

_ showed diminished resistance to oral infection with Salmonella typhimurium. 
Mice kept on a biotin-deficient diet showed far greater susceptibility to a 

spontaneous Salmonella infection than did control mice from the same stock 


and mothers. Toomey, Cleveland. 


RatBITE Fever. C. G. WatTKINs, J. Pediat. 28:429 (April) 1946. 


Rat bite fever is currently considered to be caused by two different organisms. 
Streptobacillus moniliformis and Spirillum minus. The former organism is a 
pleomorphic gram-negative rod which has the appearance of a segmented filament 
or a chain of bacilli interspersed with beaded swellings. The latter organism 
consists of a spiral, short thick body with terminal flagella; the body presents one 
curve per micron. It is best demonstrated by dark field illumination. 

A comparison of the two forms of rat bite fever indicates that a short incuba- 
tion period, a septic type of fever and the presence of petechiae and abscesses 
point to the probable diagnosis of rat bite fever due to S. moniliformis, whereas 
a long incubation period, a relapsing type of fever and induration and ulceration 
of the primary wound point to the probable diagnosis of infection with S. minus. 
The most prominent difference’ is the frequency of arthritis in infection with 
S. moniliformis as compared with the low incidence in infection with S. minus. 

During the period 1936 through 1944, 16 cases of clinical rat bite fever were 
seen in St. Louis City Hospital. S. minus was demonstrated in 1 case, in which 
recovery occurred following penicillin therapy. The fatal case of rat bite fever 
due to S. minus is the first reported case in the United States in which S. minus 
was demonstrated directly in the lymph of the primary lesion and then substantiated 
by inoculation of an animal with the patient’s blood and lymph of the lesion. 

A review of all cases in the United States revealed that there have been 39 
proved cases of rat bite fever due to S. moniliformis from 1916 through the first 
six months of 1945 and 41 proved cases of fever due to S. minus from 1924 through 
the first six months of 1945. A geographic location of all cases in the United 
States is presented. 

The pathologic changes, descriptions of the causative organisms, serologic tests 
and treatment in both forms of rat bite fever are discussed in detail. Attention 
is called to the new culture technic for S. minus described by Hitzig and Liebes- 
man (Arch, Int. Med. 78:415-424 [May] 1944). Penicillin is the therapy of choice 


in both infections. Avutuor’s ABSTRACT. 


TeTANUS IN CHILDREN. Jose BonaBa and Cartos M. Barserousse, Arch. d. 
pediat. d. Uruguay 17:90 (Feb.) 1946. 


Records for the past twenty years in Uruguay indicate that 55 per cent of all 
deaths from tetanus occurred in infants under 1 year of age and that 84 per cent 
of deaths occurred in the first fifteen years; about 70 per cent of reported cases 
of the disease occurred in males. 
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Clear tables of morbidity and mortality by, age, sex and seasonal incidence 
are presented. Discussions of preventive, diagnostic and therapeutic aspects of 
this serious problem comprise the remainder of this interesting article. 


Piatou, New Orleans. 


Chronic Infectious Diseases 


EsseNTIALS OF AND ORGANIZATION Or BCG Vaccination. ArviD WALLGREN, 
Nord. med. 15:2101 (July 18) 1942. 


The BCG vaccine produces a specific immunity without exposing the vaccinated 
to any danger. The immunity is less than the immunity conferred by a virulent 
tuberculous infection and may be broken down by a strong infection. In general 
the virulent infections are slight and have little or not any morbid effect on a_ 
person who has had a BCG vaccination. If the vaccination is to be of any benefit 
it must be performed in such a way that the vaccinated person reacts to tuberculin 
after the vaccination. Vaccinated persons who have not acquired sensitivity to 
tuberculin are considered nonimmune. The artificial BCG immunity protects in 
a fairly satisfactory way against the immediate dangers of the primary infection, 
but it is of little value as a protection against postprimary tuberculous diseases, 
such as phthisis, tuberculosis of the bone, renal tuberculosis and pleurisy. It is, 
however, probable that BCG immunity can diminish the risk of progressive 
pulmonary tuberculosis arising from a fresh primary pulmonary tuberculosis in 
adolescents. The experience in Sweden with the BCG vaccine shows that the 
vaccine is of real value and that its use should be extended. 


WaALLGREN, Stockholm, Sweden. 


CONGENITAL SypHILIs IN ONE oF A Parr oF UNIOVULAR Twins. HELGE FABER, 
Ugesk. f. leger 104:1109 (Oct. 22) 1942. 


Faber reports on 2 twins suffering from Scheuermann’s disease and shown by 
various methods to be uniovular. Only 1 of them, at 15 years of age, displayed 
signs of congenital syphilis; the other during an observation period of eight months 
showed no signs of the disease. The author discusses different explanations of 
the escape of the healthy twin (spontaneously healed congenital syphilis, infection 
during the delivery, acquired syphilitic infection), and is of the opinion that the 
infection was lymphogenic through the umbilical vessels and that the healthy 
infant was born before this infection had reached the fetus. 


WALLGREN, Stockholm, Sweden. 


Tue VALUE oF CHEDIAK’S TEST FOR THE SEROLOGIC DIAGNOSIS OF SYPHILIS. 
J. H. Bexxer, Nederl. tijdschr. v. geneesk. 86:1268 (May 23) 1942. 


Bekker discusses Chediak’s test, a serologic test for syphilis carried out with 
1 drop of blood. Examination of 473 blood drops gave, compared to the Wasser- 
mann reaction, a gain of 2 per cent and a loss of 1 per cent, whereas in 1.5 per 
cent of the cases a nonspecific reaction was seen. 

Chediak’s test therefore is practicable for the detection of syphilis in cases in 
which difficulties are encountered in carrying out other tests, if only one keeps 
in mind that in case of a positive reading it remains necessary to submit the 
blood to a complete serologic examination. 


vAN CreEvVELD, Amsterdam, Netherlands. 


Cueptak’s Test ror Sypuitis. G. F. Bourt, Nederl. tijdschr. v. geneesk. 86: 
1279 (May 23) 1942. 

The microtechnic of Chediak’s test for syphilis is described. After mentioning 

the good results of extensive experiments made elsewhere, the author gives the 
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results of his own investigations. He calls attention to the various advantages 
of the test, such as its special suitability for the examination of a group of persons 


at the same time. vAN CREvELD, Amsterdam, Netherlands. 


TREATMENT OF TUBERCULOUS PLEURAL EmpyeMaA. F. N. SIcKEeNGA, Nederl. 
tijdschr. v. geneesk. 86:1937 (Aug. 1) 1942. 


By systematically carrying out pleural washing and, if necessary, by sys- 
tematically repeating this treatment, one nearly always will succeed in coping 
with tuberculous pleural empyema when it is not secondarily infected. An 
important aid to this treatment is the treatment under negative pressure, by which 
even in cases of long standing one may succeed in making the underlying lung 
reexpand, when the latter has not lost its capacity to do so by extensive morbid 


changes. VAN CREVELD, Amsterdam, Netherlands. 


TREATMENT OF THE TUBERCULOUS PLEURAL EMpyeMa. F. N. Sickenca, Nederl. 
tijdschr. v. geneesk. 86:3280 (Dec. 26) 1942. 


In connection with the article concerning the treatment of tuberculous pleural 
emphysema (abstracted above), further details are reported with regard to the 
technic for the washing of the pleura when the empyema is not secondarily infected. 

Further, a short report is given on a case of secondarily infected empyema 
with internal fistula, which was treated by means of continuous suction drainage. 


VAN CREVELD, Amsterdam, Netherlands. 


TUBERCULOSIS AND V1ITAMIN A. G. J. Huét, Nederl. tijdschr. v. geneesk. 88:193 
(Feb. 26-March 4) 1944. 


The supposition that shortage of vitamin A has a detrimental effect on tuber- 
culosis does not have a sound basis, in the author’s opinion. Notwithstanding this, 
many investigators agree that vitamin A is of significance for the problem of 
tuberculosis. In tuberculous patients the vitamin A content of the blood is low. 
The author found a value of 4.5 plus or minus 0.9 international units per 10 cc. 
of serum in children with tuberculosis. In cases of active tuberculosis the values 
were lower than in inactive healed processes. Therefore it may be accepted that 
patients suffering from tuberculosis have an increased consumption and therefore 
also an increased need of vitamin A. 

The author repeated an investigation of Oudendal (1941), who had found that 
in two groups of patients with severe tuberculosis, the group which had been 
treated with vitamin A reacted more favorably than the group without vitamin A. 
For this investigation the author chose patients whose condition after a long treat- 
ment wag in some respects (activity, sputum) unsatisfactory. For six to ten months 
these patients received vitamin A daily in large amounts (9,000 to 130,000 inter- 
national units), and finally the effect on the clinical condition was studied. During 
the period of observation the vitamin A content of the blood was determined 
each month by a micromethod. Eleven patients were studied in this way; all 
were suffering from tertiary tuberculosis. The result of the administration of 
vitamin A was that there was general improvement in the condition of all patients 
with the exception of 1 girl, who also suffered from intestinal tuberculosis. The 
effect of vitamin A on the sputum and sedimentation rates in these patients, 
however, was small, although the possibility exists that in some patients the 
destructive process was influenced in a favorable direction. 


VAN CREVELD, Amsterdam, Netherlands. 
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Diseases of Blood, Heart and Blood Vessels and Spleen 


On THE THROMBOPENIA OF ANAPHYLACTIC AND PEPTONE SHOCK. ARMAND J, 
Quick, Ropert K. Ora and Ivan D. Baronorsxy, Am. J. Physiol. 145:273 
(Jan.) 1946. 


In investigations of anaphylactic and peptone shock little attention has been 
given to the sudden and striking decrease of circulating platelets. In this paper 
a report is made concerning further observations of this phenomenon. It was found 
that in both peptone and anaphylactic shock a sudden and severe decrease in the 
circulating platelets does occur. The appearance of the platelet clumps before their 
disappearance suggests that agglutination precedes their removal. Splenectomy 
has no effect on the thrombopenia of peptone shock in dogs. The intravenous 
injection of large doses of heparin does not prevent the decrease of platelets in 
peptone or anaphylactic shock. The same holds true for the intravenous injection 
of histamine. The authors discuss the possibility that these results have some con- 


nection with thrombopenic purpura. StoEsseR, Minneapolis. 


PRELIMINARY OBSERVATIONS ON SOME CHILDREN WITH RHEUMATIC HeEaRT Dis- 
EASE TRANSPORTED TO A SUBTROPICAL CLIMATE. JOHN J. RosBINSON and 
James H. Currens, J. Pediat. 28:426 (April) 1946. 


A preliminary report is presented giving the authors’ experience with the care 
of patients with rheumatic heart disease in a subtropical climate amid sanatorium 
surroundings. The nature of benefit derived from such a climate is primarily 
‘prophylactic against repeated and serious recurrences of the disease. Transfer of 
seriously ill patients with active rheumatic fever is not recommended. The 


beneficial effect of care in a sanatorium is stressed. Aotwons’ Anetaace 


THE PREPARATION AND USE OF CONCENTRATED RED BLoop CELL TRANSFUSION IN 
InFaNcy. Peter G. Danis, Jackson K. Eto and Joun S. Sennott, J. Pediat. 
28:449 (April) 1946. 

There is relative difficulty in giving repeated blood transfusions to infants and 
children. In an attempt to reduce the number of venipunctures and transfusions, 
concentrated red blood cells are advocated. A simple procedure of concentrating 
blood has been suggested. The plasma and the diluent are simply ‘siphoned off 
after the blood has been allowed to stand in the bank; thus the concentration of 
blood cells per cubic centimeter is considerably increased in the residual, which 
is then used as indicated. Exemplary cases are described. 


AvutHors’ ABSTRACT. 


ExTREME PAROXYSMAL SUPRAVENTRICULAR TACHYCARDIA. NATHAN BLoom and 
Epwin L. Kenopic, J. Pediat. 28:474 (April) 1946. 


Although paroxysmal tachycardia is‘common, extremely rapid rates, over 250 
a minute, are rare and are seen more often in young children. As only 17 cases 
had been recorded in the literature of this type of tachycardia, this additional 
case was reported. 

Fortunately, persons with extreme tachycardia, especially children, do not 
suffer any serious cardiac damage, and when the tachycardia subsides the heart's 
efficiency remains unimpaired. 

Many drugs are used to terminate the attacks, as vagal stimulation does not 
seem to affect young children. Quinidine, digitalis and magnesium sulfate are 
the safer drugs for infants, and the authors’ choice was digitalis. It is their belief 
that most of these attacks will subside spontaneously, without the use of drugs 
except mild sedatives. As the ectopic focus becomes fatigued, the sinoauricular 
node resumes its normal function. This may occur regardless of the drug used, 
and, while the drug is considered the agent responsible for terminating the attack, 
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the heart has spontaneously recovered. The patient did not seem to respond to 
digitalis, as recovery did not take place until twenty-one hours after the last dose. 


AutHors’ ABSTRACT. 


CoronARY THROMBOSIS. Epwin Paut Scort and A. J. Miter, J. Pediat. 28:478 
(April) 1946. 


The authors report a case of coronary thrombosis in an infant 11 months of age. 

At autopsy the heart was found to be three times its normal size. The coronary 
vessels were enlarged to as much as 1 cm. in diameter but had a lumen which 
barely admitted a fine probe. Dissection of some of the vessels revealed them to 
be thrombosed with old blood which had undergone considerable organization. 
The lesions were not unlike periarteritis nodosa, but changes in’ the vessel walls 
and the thrombosis were more suggestive of thromboarteritis obliterans. 


Avutuors’ ABSTRACT. 


SoptuM SALICYLATE INHIBITING ANTI-RH IMMUNIZATION IN ANIMALS. F, Hom- 
BURGER, Proc. Soc. Exper. Biol. & Med. 61:101 (Feb.) 1946. 


Dilutions of red blood cells of rhesus monkeys were injected into 40 guinea 
pigs and 20 rabbits, one half of whom were given sodium salicylate concurrently 
during the period of immunization. Some of the animals in this experiment died 
of other causes. It was found, however, that of the 21 animals which received no 
salicylates 15 showed anti-Rh agglutinins, whereas of the 18 animals which received 
sodium salicylate during the period of immunization with the rhesus blood only 2 
showed microscopic agglutination of Rh-positive cells. 


HANSEN, Galveston, Texas. 


Fotic Acip THERAPY IN MAcrocyTic ANEMIAS OF INFANCY. W. W. ZvUELZER 
and F. N. Oapen, Proc. Soc. Exper. Biol. & Med. 61:176 (Feb.) 1946. 


Four white infants ranging in age from 2 to 12 months, 1 of whom was born 
prematurely, suffered from anemia and had a mild splenomegaly. All were found 
to have severe macrocytic anemia with a reduction in platelets. Aspiration of bone 
marrow disclosed moderate hypoplasia, rather than hyperplasia as indicated by 
volumetric readings, and the marrow was characterized by a megaloblastic type 
of erythropoiesis, Three patients were given transfusions, which effected a tem- 
porary increase in the hemoglobin and erythrocytes. Administration of folic acid 
caused a rise in the reticulocytes (three to six days) followed by an increase in the 
hemoglobin value and red cell counts (normal values within three weeks) and a 
plentiful supply of platelets (within one week). The bone marrow was normo- 
blastic on the fourth day. The clinical symptoms disappeared, but the spleen 


remained palpable for some time. Slasioems Galveston Tense 
’ ’ td 


PURULENT PERICARDITIS. HetmMut W. Jagcer, Arch. Soc. cirujanos hosp. 15:744 
(Dec.) 1945. 


A 10 year old boy had bacteremia due to Staphylococcus aureus, with purulent 
. arthritis, osteomyelitis and purulent pericarditis; the last produced classic evi- 
dences of cardiac tamponade. After three preliminary paracenteses, pericardiostomy 
and repeated postural drainage, followed by instillations of penicillin, there was 
progressive improvement. Large doses of sulfadiazine and intramuscular injections 
of penicillin were also used, and appropriate orthopedic therapy was directed 
against the osteoarticular localization. 

A girl of 7 months with pneumococcic pericarditis was treated by repeated 
paracenteses, together with intrapericardial and intramuscular administration of 
penicillin, Because these measures failed to bring about the desired improvement, 
pericardiostomy was done. The visceral and parietal surfaces were found to be 
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covered with thick layers of fibrin. Temporary improvement followed continued 
local use of penicillin, heparin, and buffered aqueous solution of sodium hypochlorite, 
but the patient died suddenly on the nineteenth postoperative day, in apparent 
advanced cardiac decompensation. Autopsy disclosed ulcerative colitis as an 
additional contributory factor. 

After a brief review of the literature and remarks on the infrequency of clinical 
recognition of purulent pericarditis, various therapeutic procedures are discussed; 
the author decries all local measures other than early pericardiostomy to expedite 
drainage, irrigation and instillation of penicillin or other drugs. A simple technic 
for pericardiostomy is described. Piatou, New Orleans. 


AURICULAR PAROXYSMAL TACHYCARDIA IN A CHILD oF TweLve Years. A. 
IsTANBULLU, Ann. pediat. 166:203 (April) 1946. 

The rare case of auricular paroxysmal tachycardia in a girl of 12 is described. 
The tachycardia lasted at least your days, during which a heart rate of 250 was 
encountered. Roentgenologic electrocardiographic and clinical investigations proved 
that the tachycardia was of either toxic or infectious origin. During the attack 
both auricles and ventricles were affected. Efficient treatment prevented sudden 
death or fatal cardiac decompensation in spite of the gravity of the illness. 


AvuTHoR’s ABSTRACT. 


Acute LymMpHaATic LEUCEMIA WITH CEREBRAL SYMPTOMS AND HYPERTROPHY OF 
THE THymMus GLAND. Kwnup Hoyer, Nord. med. (Hospitalstid.) 15:2393 
(Aug. 29) 1942. 


Hoyer reports on 2 cases of atypical acute leukemia in children aged 8 and 3 
years. The first child suffered from neurologic symptoms: stiffness of the neck, a 
positive Kernig sign, unconsciousness, a bilateral Babinski sign and divergent 
strabismus of the left eye. The patient died during an attack of tonic convulsions. 
The postmortem examination disclosed edema and numerous small hemorrhages 
scattered in the cerebral tissue. The histologic picture was of infiltrations of 
lymphocytes mixed with red cells in the perivascular spaces of the brain, mainly 
appearing in the white substance. There were similar infiltrations in the meninges. 
Both children showed a hypertrophic thymus gland due to infiltration of lympho- 
cytes, which also had spread through tHe capsule into the surrounding tissue. 


WaALLGREN, Stockholm, Sweden. 


BLOCKADE OF THE RETICULOENDOTHELIAL SYSTEM AND ITS INFLUENCE ON THE 
PROTHROMBIN LEVEL OF THE BLoop. Lars-GOsta STERNER, Nord. med. 
(Hygiea) 15:2093 (July 11) 1942. 


By means of intraperitoneal injections of a 10 per cent solution of india ink 
the author has effectively blockaded the reticuloendothelial system on a 3 week old 
microcephalous infant (postmortem control). No decrease of the prothrombin 
content of the blood occurred after the injection. The results of the experiment 
do not support the opinion that the reticuloedothelial system plays a dominant role 


in the production of prothrombin. Wassceet - Stockholm. Seciea. 


Anemic Crisis OccuRRING SIMULTANEOUSLY IN THREE CHILDREN OF A FAMILY 
SUFFERING FROM HEMOLYTIC JAUNDICE. EvuGcen Lyncar, Nord. med. (Norsk 
mag. f. legevidensk.) 14:1246 (April 25) 1942. 


Three children, all members of one family, fell ill at the same time with high 
temperature, grave anemia and greatly enlarged spleen; 1 of the children, a girl 
of 10, died of anemia. Blood tests showed that the mother as well as the three 
children suffered from hemolytic jaundice. The author believes that the crisis in 
these cases was due to the particularly pathogenic effect of some infection on the 
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bone marrow of these children, as there was sign of cessation of erythropoiesis. 
The possibility that the spleen acts as a blood reservoir, withdrawing from the 
circulation a great mass of the red blood corpuscles, is also discussed. The spleens 
of the 2 surviving children were removed six months after the crisis. The enlarge- 
ment of the spleen was to a great extent due to an accumulation in it of red 
corpuscles, which were changed in the direction of spherocytes. Great masses of 
bilirubin had been formed in the spleen. 


WaALLcREN, Stockholm, Sweden.’ 


CoNGENITAL HEART Brock D1aGNosEeD IN UTERO. Ivar SyO6qguist, Svenska 
lak.-tidning. 39:1896 (July 17) 1942. 


When labor began the fetal heart beats had a frequency of 60 to 80 per minute. 
Fetal asphyxia was suspected, but as the low frequency of the heart beats continued 
a heart block was considered and the labor was finished spontaneously. The 
newborn infant was in a good state of health. Cyanosis and heart murmurs were 
absent. The rate of heart beats was 60 per minute. On the third day of life a 
roentgenologic examination revealed general enlargement of the heart. An electro- 
cardiographic examination was unsuccessful. The rate of heart beats now was 
45 per minute. There was no cyanosis or dyspnea. The child died on the fourth 
day. Postmortem examination showed enlargement of the heart, with transposi- 
tion of the large vessels. A microscopic examination of the heart was not made. 


WaALLGREN, Stockholm, Sweden. 


FetaL ELECTROCARDIOGRAPHY. TyGE SONDERGAARD, Ugesk. f. leger 104:775 
(July 23) 1942. 


The author has taken fifty-six electrocardiograms of fetuses in 30 patients by 
use of four abdominal leads. Twelve of the fetuses were in the fourth to the 
eighth month, and 16 were in the ninth month. Of the former, 2 showed negative 
electrocardiograms, and of the latter, all except 1 showed positive electrocardio- 
grams. On the basis of the results obtained, the author concludes that fetal 
electrocardiography provides a valuable supplement to the clinical methods in 
determining whether the fetus is alive or not. 

WaALLGREN, Stockholm, Sweden. 


Diseases of Nose, Throat and Ear 


An APPARATUS FOR THE INTRODUCTION OF PENICILLIN AEROSOL INTO THE 
NasaL Accessory SINUSES WITH A CASE Report OF A PATIENT WITH 
Curonic Sinusitis. ALvAN L. Baracu, Bettina Gartuwarte, B. S. 
SoroKa and FrepericK F. ANperson, Ann. Int. Med. 24:97 (Jan.) 1946. 

A nebulizing apparatus for the instillation of penicillin into the accessory nasal 
sinuses is described and depicted. A report of the results of treatment in a boy 
aged 15 years is appended. Pronounced improvement followed a combination of 
oral administration and aerosol inhalation of penicillin. 


READING, Galveston, Texas. 


SALMONELLA CHOLERAESUIS (VARIETY KUNZENDORF) BACTEREMIA COMPLICATING 
STREPTOCOCCAL SORE THROAT. ERwin NETeER and Rut F. Krauss, J. Pediat. 
28:422 (April) 1946. 


Clinical and laboratory observations on a 10 year old white boy suffering from 
streptococcic sore throat and Salmonella bacteremia are presented. The patient 
was admitted to the Children’s Hospital, Buffalo, because of severe tonsillitis of 
two days’ duration. On admission the temperature was 105.6 F. and the tonsils 
showed numerous ulcerative lesions covered with purulent exudate. A culture 
revealed numerous hemolytic streptococci. A routine blood culture taken on 
admission showed 25 colonies of Salmonella choleraesuis (variety Kunzendorf) 
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per cubic centimeter of blood. After treatment with sulfadiazine, intravenous 
infusions and irrigations of the throat, the patient made a complete recovery. The 
diagnosis of streptococcic sore throat was based on the clinical observations, the 
presence of hemolytic streptococci in the throat and the development of anti- 
fibrinolysin three weeks after the patient’s admission to the hospital. The diagnosis 
of Salmonella bacteremia is proved by the demonstration of Salmonella organisms 
in the blood on two occasions and by an increase in the titer of specific agglutinins 
from 1 to 40 to 1 to 160. Cultures of the feces-and the urine remained negative 

for Salmonella throughout the illness. It is assumed that the streptococcic infec- 
tion lowered the resistance of the patient to the Salmonella organism, thus con- 
tributing to the development of Salmonella bacteremia. Salmonella infections 
complicating other maladies are discussed. Aurmons’ Asernact, 


STaPHyYLococcus AUREUS IN THE HEALTHY Nasat Cavity. I. J. te Cosgurno pe 
Bussy, J. J. vAN LocHem and A. K. Visser, Nederl. tijdschr. v. geneesk, 


86:1273 (May 23) 1942. 


The authors examined 1,559 children and adults for the presence of Staphylo- 
coccus aureus in the healthy nasal cavity, and obtained in the various groups 36 
to 63 per cent positive results. The Staph. aureus strains which they could culti- 
vate were indistinguishable bactericlogically (by examination for pigment, hemo- 
lysins, coagulase, toxin and antigenic structure) from Staph. aureus strains from 
pathologic products. As an epidemiologic contribution to the problem, the authors 
record the experience with a healthy midwife, who carried Staph. aureus in her 
nose and who in the course of one year, first infected many infants with impetigo 
bullosa within a short time, and later, when she had been made aware of the 
danger, caused fresh infections, but at long intervals. 


VAN CREVELD, Amsterdam, Netherlands. 


STENOSIS OF THE EustaAcHIAN Tuse. H. A. E. van DisHoeck, Nederl. tijdschr. 
v. geneesk, 88:247 (March 11-18) 1944. 


By means of the pneumophone, an apparatus indicating by what pressure on ~ 
the drum hearing is improved, the author investigated (a) the physiologic stenosis 
of the tubes, (b) acute stenosis and (c) chronic stenosis. He concludes from his 
studies that the eustachian tube, as far as the localization of its inflammation is 
concerned, must be divided into a nasal and a tympanal part, which parts, as 
regards their diseases, are closely connected with the pharynx and the middle ear. 
Further, chronic stenosis of the tube is of the utmost importance in the morbid 
picture. By means of the pneumophone the syndrome of the catarrhal stenosis 
of the tube can be diagnosed, as well as the stenosis of the tube without signs of 


inflammation. vAN CrevELD, Amsterdam, Netherlands. 


Diseases of Lungs, Pleura and Mediastinum 


CHEMOTHERAPY OF STAPHYLOCOccuS AUREUS INFECTION OF THE LUNG AND 
PLeuRA IN INFANCY. BENJAMIN PuHiips and BENJAMIN Kramer, J. Pediat. 
26:481 (May) 1945. 


Until recently, the prognosis of severe suppurative disease of the lungs and 
pleural cavity in infancy due to Staphylococcus aureus has been grave. Kanof, 
Kramer and Carnes, in 1939, reported a mortality of 70 per cent in a group of 
16 infants less than 1 year of age. In 1942, Clemens and Weems reported on a 
group of 6 infants below the age of 2 years; all of these died despite chemotherapy. 
In summarizing the experience at the Babies’ Hospital from 1922 to 1943, Riley 
reported a gross mortality of 34.5 per cent in 29 cases of children up to 13 years of 
age and 55 per cent in 9 cases of infants under 3 months of age. The greater 
severity of this illness in young infants has also been noted by Hochberg and 
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Kramer and by Ladd and Swan in 1943. The latter observers reported a mortality 
of 66.7 per cent among 12 patients below the age of 4 months and 4.8 per cent in 
a group of 21 patients older than 4 months. 

During the past year the authors have treated 5 infants less than 3 months 
of age with suppurative disease of the lung and pleural cavity due to Staph. 
aureus with a result of 4 recoveries and 1 fatality. The 1 fatality was that of a 
moribund child who died within eighteen hours after admission. This pronounced 
improvement in therapeutic results is attributable, the authors believe, to the use 
of penicillin. The following brief case histories give graphic proof of its great 
value. Incidental observations are reported concerning the course of the pulmonary 
and pleural lesions, the indications for operation in empyema and the dose of the 
drug, together with some observations that may explain the failure of ‘therapy in 
the 1 fatal case. Although treatment was given in other cases of staphylococcic 
infection in children, this report is confined to cases of extremely young infants, 
because of the crucial nature of such a therapeutic test in this age group. 

The 5 children in the series ranged in age from 4 to 12 weeks. All were criti- 
cally ill at the time of admission with extreme respiratory difficulty, cyanosis and 
clinical evidence of extensive pulmonary consolidation. All 5 children received 
one of the sulfonamide compounds before admission in doses usually adequate 
for the ordinary case of bronchopneumonia. In 4 cases this was ineffective; in 
1 case the child appeared improved but the empyema appeared three days after 
the administration of sulfadiazine was discontinued. Administration of penicillin 
was instituted in each case only after Staph. aureus was demonstrated by pleural 
aspiration. Of the 4 patients who recovered, 2 received penicillin intrapleurally 
only and 2 both intramuscularly and intrapleurally. The total amount of penicillin 
administered in each case to those who recovered was 70,000, 100,000, 450,000 and 
640,000 Oxford units given over a period of seven to twenty-eight days. Thora- 
cotomy and rib resection were necessary in 2 cases, in 1 apparently because the 
empyema was loculated and penicillin had been repeatedly injected into one of 
the pockets, which had been rendered sterile while the others still contained the 
organisms. Supportive therapy, including oxygen, parenterally administered fluids 
and blood transfusions, was given each child as indicated. 

Only one variable is found when the course of treatment in this series is com- 
pared with that of the previously reported series in an effort to explain the better 
therapeutic results. The obvious additional agent is penicillin. 


AvutTHors’ ABSTRACT. 


Aspuyctic SYNDROME. R. Macuapo and F. Borces, Arch. de med. inf. 11:131 
(July-Sept.) 1942. 


A Negro boy aged 2 years presented an asphyctic syndrome caused by a 
hypertrophic thymus, with a crisis of perspiration, dyspnea, a heavy laryngotracheal 
sound and a special ashy tint of the skin (not cyanosis). 

Tracheotomy was performed, after which the patient became worse because 
of a collapse of the right lung caused by entrance of air through the operative 
wound, There was a slow recovery within twenty-eight days after admission. 
Two small transfusions were given, and roentgenologic irradiation of the thymus 


was to follow discharge. Brisrzsca, Zamora, Mexico. 


BRONCHIECTASIS IN INFANCY AND Its SuRGICAL TREATMENT. TEODOSIO VALLEDOR 
and A. Ropricuez Diaz, Rev. cubana de pediat. 18:51 (Feb.) 1946. 


Five cases are presented of bronchiectasis treated surgically (lobectomy) in 
children from 3 to 10 years of age. Three of the cases were of bronchiectatic 
abscesses of long duration. The other 2 were pure bronchiectasis without previous 
abscesses. The course of the disease was twelve months, thirteen months, eighteen 
months, two years and two and one-half years respectively. In 2 of the cases 
it was possible to demonstrate atelectasis previous to the formation of the abscess 
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and bronchiectasis. In 1 of the cases there was a typical atelectatic shadow which 
remained ynchanged for more than three years. 

In all the 5 cases a lobectomy of the lower lobe of the left lung was performed, 
and in 1 of them part of the upper lobe of the left lung was also removed. Three 
of the patients recovered completely and are in perfect health now, more than 
two years after surgical treatment. Two died during the operation. The death 
was attributed to the anesthesia. One of the patients was a poor risk. 

All had adequate preoperative and postoperative care, including administration 


of sulfonamide drugs. KeirH anp Venecas, Rochester, Minn. 


Diseases of the Gastrointestinal Tract, Liver and Peritoneum 


BorDERLINE CASES OF Pytoric Stenosis. G. W. Graves, Arch. Pediat. 68:112 
(March) 1946. 


The author discusses the conservative treatment of pyloric stenosis with thick- 
ened feedings, and presents 2 illustrative cases from his experience. A trial period 
of twenty-four to forty-eight hours on such a regimen is advocated in all cases 
of suspected pyloric stenosis before surgical intervention is resorted to. The 
opinion is expressed that in conservatively treated patients the persistent roent- 
genologic findings of hypertrophy and narrowed pyloric lumen are frequently 
encountered when alimentary dysfunction is in no way apparent. 

, GRULEE Jr., Minneapolis. 
Cystic FrprosIs OF THE PANcREAS. T. B. Merner, J. F. Bosma and A. J. Moss, 
Minnesota Med. 29:429 (May) 1946. 


A good review of cystic fibrosis of the pancreas is presented. The causation, 
clinical characteristics, laboratory examinations, pathologic changes and roentgeno- 
logic findings are discussed. In regard to therapy, the statement is made that the 
treatment of this disease has so far been disappointing. The intestinal symptoms 
and the nutritional loss are improved by a diet low in fat and high in protein. The 
chronic pulmonary condition is benefited by periodic postural drainage. With the 
use of penicillin therapy these children now frequently survive the recurrent 
episodes of pneumonia to which they usually succumbed. The importance of 
vitamin A in the etiology of the respiratory disease has been emphasized. The 
authors have given massive doses of vitamin A parenterally but have not found 


it to be of specific value. STOESSER, Minneapolis. 


INTERMITTENT IcTeRUS; AGENESIS OF THE INTRAHEPATIC Brtrary Ducts. 
R. Sacrez, L. Fruniine and J. A. Roumer, Areh. franc. de pédiat. 3:78, 1946. 


A case of a boy with agenesis who was brought to the Infants’ Clinic at 
Strassburg is reported. Beginning with the eighth day of life, jaundice was noted; 
this continued much longer than the ordinary physiologic type. A second attack 
ef icterus appeared when the patient was 1 year old and a third when he was 
2 years and 7 months old. The evolution of the latter invasions lasted for several 
months, and between periods there was a persistent subicterus. 

Examination at the time of the last illness showed intense jaundice in a poorly 
nourished subject. The liver was moderately enlarged, but the spleen was not 
naloable. A collateral circulation was developing in the abdominal wall; there was 
no distension or ascites. A strong systolic murmur was heard in the pulmonary 
area. The tonsils were enlarged and cryptic, and there was a bilateral chronic otitis. 

The general condition of the boy was poor; there was great retardation of 
growth, although his development was symmetric; the muscular system was 
hypotonic and the panniculus rudimentary; there were ample signs of delayed 
rickets. Mentally, the examination showed a striking parallel. The boy could 
understand only a primitive sign language, and his vocabulary was limited to a 
few words. 
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Examination of the blood and the spinal fluid showed no departure from the 
normal; the urine contained a large quantity of biliary salts and pigments. 

The child was under observation for a year. A biopsy was made, and histo- 
logic examination revealed that some of Kiernan’s spaces were occupied by a 
mononuclear infiltration and that in them there was a total absence of biliary 
capillaries. Death occurred in the fourth year following a purulent meningitis. 

Autopsy demonstrated a curious malformation. Instead of the normal bifurca- 
tion of the principal trunk of the pulmonary artery there was an irregular 
trifurcation. The thymus was hypertrophied. The liver was most carefully 
sectioned; the lobular pattern was somewhat exaggerated but there was no trace 
of discoloration. The gallbladder and the. extrahepatic ducts were normal. 
Pressure provoked a normal flow of bile into the duodenum. 

Histologic examination showed that in many of Kiernan’s spaces, even among 
the largest, there were no traces of biliary capillaries. This agenesis was not total, 
however; where they were found the distribution was irregular, and the total 
represented about 10 per cent. There was a mononuclear infiltration in about half 
of these spaces and a considerable increase in irorf pigment in the Kupffer cells. 

The brain exhibited a great increase in cerebrospinal fluid; the pia was con- 
gested and edematous. The encephalon showed no gross pathologic change. 


AMESSE, Denver. 


CoNGENITAL Cysts OF THE (EsopHacus. S. RANstTROM, Acta oto-laryng. 33:486, 
1945. 


Two cases of congenital esophageal cysts are described. In both cases the 
cysts lay in the upper half of the esophagus. In both, the cyst walls were com- 
posed of a partly ciliated columnar cell epithelium, a tunica muscularis mucosae, 
a submucous connective tissue and a muscular wall of smooth musculature in 
two layers, with the fibers at right angles to one another. These cysts may be 
considered to have developed from persisting vacuoles which were surrounded 
by and detached from the esophageal epithelium. Such vacuoles are a normal 
occurrence during the second fetal month. 


Kettet, Hillerod, Denmark. [ArcH. OTOLARYNG.] 


Acute HEPATITIS wiItH LoNG Periop or INCUBATION. PER SELANDER, Nord. med. 
(Hygiea) 16:3691 (Dec. 26) 1942. 


In 274 cases of acute hepatitis there probably had been infection by means of 
punctures for the taking of blood for tests. The infecting virus must have been 
resistant. The period of incubation, long in comparison with ordinary cases of 
acute hepatitis, was usually two to three months, but was sometimes as long as 
six to eight months. There were no secondary cases among other members of the 
family and there was no distinct seasonal variation. If the disease is the same 
as ordinary acute hepatitis an inoculation of the virus results in a much longer 
period of incubation than the usual mode of transmission of the virus and after 
such an infection the disease is not so infective as usual. : 


WaALLGREN, Stockholm, Sweden. 


MULTIPLE INTUSSUSCEPTIONS. JOHANNES ZIMMER, Nord. med. (Norsk mag. f. 
legevidensk.) 14:1509 (May 16) 1942. 


The author reports a case of multiple intussusception, four in number, of the 
small intestines in a boy of 11, on whom an operation was done on the tentative 
diagnosis of chronic appendicitis. A sudden increase of the intra-abdominal 
pressure or anoxemia of brief duration during ether and carbon dioxide anesthesia 
or abnormal peristalsis caused by chronic changes of the appendix is discussed as 
a probable cause of the intussusceptions in this case. 


WaALtcren, Stockholm, Sweden. ° 
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Puncu Biopsy oF THE LIVER IN INFECTIOUS MONONUCLEOSIS AND IN BESNIER- 
Boreck-SCHAUMANN Disease. C. vAN Beek and A. J. C. Haex, Nederl. 
tijdschr. v. geneesk. 87:1264 (July 24-31) 1943. 


A punch biopsy of the liver of a patient with infectious mononucleosis per- 
formed fourteen days after the beginning of the disease revealed peculiar changes. 
The finding of figures of nuclear partition between the hepatic cells and in the 
Kiernan spaces makes it probable that infectious mononucleosis belongs to the 
reticuloendothelioses. These findings, which also are present in material aspirated 
from lymph nodes and from the spleen, persist for only a short time. 

In 2 of 4 cases of Besnier-Boeck-Schaumann disease pseudotubercles were 
found in material aspirated from the liver, and in 1 of these 2 cases the tubercles 
were restricted to the Kiernan spaces. 

vAN CreveLp, Amsterdam, Netherlands. 


Tue Cause or Eprmpemic Hepatitis. J. D. VeRLINpeE and H. D. Boer, Nederl. 
tijdschr. v. geneesk. 87:1304 (Aug. 7-14) 1943. 


Experiments with guinea pigs were performed with blood withdrawn during 
the fever period from patients having epidemic hepatitis. The only clinical symptom 
which could be observed in the guinea pig was fever, which lasted only one day 
after the injection of fresh material from the patient. During the fever period 
the infectious material could be demonstrated in blood, liver, spleen and kidneys, 
and sometimes in lungs and brains. For five days after the fever period infectious 
material was excreted in the urine. The histologic changes found in the liver of 
guinea pigs showed much correspondence with those found in men. After a 
guinea pig has recovered from the infection, the animal is resistant to a new infec- 
tion. The virus is neutralized with convalescent serum of men and with that of 
guinea pigs. The authors for this reason believe that the virus in men and in 


guinea pigs is identical. vAN Crevetp, Amsterdam, Netherlands. 


An UNUSUAL FAMILIAL ABERRATION OF THE ParoTip GLAND. P. R. BAarsMA, 
Nederl. tijdschr. v. geneesk. 87:1425 (Sept. 4-11) 1943. 


A hereditary disease of the parotid gland characterized by a congenital hyper- 


trophy of the gland is described. vAN Creve_p, Amsterdam, Netherlands. 


INJECTION THERAPY OF PRroLtapsus ANI ET RECTI (IN CHILDREN). J. VEEN and 
A. J. C. Hazenserc, Nederl. tijdschr. v. geneesk. 87:1734 (Nov. 27-Dec. 4) 
1943. , 


From correspondence with others the authors noticed an increase in the cases 
of prolapsus ani et recti in children in recent years. They injected quinine hydro- 
chloride and ethyl carbamate and quinine and urea hydrochloride submucosally 
and perirectally; these injections give rise to an inflammatory reaction, followed 
by a reaction of the connective tissue, so that the prolapsed anus and rectum are . 
drawn upward. The results with this treatment are especially good in children. 
In adults an eventual operation should be postponed until some months after the 


last injection. vAN CrevELD, Amsterdam, Netherlands. 


A SrmpLe MeEtHop To DEMONSTRATE DAMAGE OF THE HEPATIC PARENCHYMA. 
W. J. H. BuNGENBERG bE Jone, Nederl. tijdschr. v. geneesk. 88:239 (March 
11-18) 1944, 


A simple method to demonstrate damage of the hepatic parenchyma by means 
of changes in the serum proteins is the following: : 

Add to 1 cc. of serum 1 cc. of hydrochloric acid (3 cc. of 25 per cent solution 
of hydrochloric acid in 100 cc. of water), shake thoroughly for one minute, add 1 
cc. of saturated solution of sodium acetate. If opacity occurs within twenty hours, 








ABSTRACTS FROM CURRENT LITERATURE 227 


the serum proteins are changed. The Takata test then elicits a positive reaction, 
the formaldehyde gel test’ occasionally. With negative or normal serums an 
opalescence arises. Contrary to the clouding this opalescence cannot be removed 
by centrifugation. Instead of hydrochloric acid, the reagent A of the diazo test 
for urine can be used. The test runs nearly parallel to the Takata test, but like 
the Takata test this one is not specific for parenchymatous conditions of the liver. 

The impression was obtained that this test for conditions of the liver gives a 
positive result earlier and remains positive for a longér time than for instance the 


Mancke-Sommer test (1936). VAN CREVELD, Amsterdam, Netherlands. 


Nervous Diseases 


DIAGNOSIS AND MANAGEMENT OF SEVERE INFECTIONS IN INFANTS AND CHILDREN; 
A Review or EXPERIENCES SINCE THE INTRODUCTION OF SULFONAMIDE 
THerapy: IV. Pneumococcus MEeEninciTis. ALexis F. HARTMANN, 
Frances M. Love, Dororny Wor and BarBaRA KENDALL, J. Pediat. 27:115 
(Aug.) 1945. 


Experiences with 34 cases of purulent meningitis due to the pneumococcus in 
which the patients were admitted to the St. Louis Children’s Hospital and were 
under supervision from the time the first sulfonamide drug was available for treat- 
ment (December 1936) to Nov. 1, 1944 are reviewed. For all cases full reports 
of clinical, laboratory and postmortem or follow-up observations by protocols, 
summarizing charts and tables and illustrative roentgen reproductions are given. 
Much of this detail is included not only for the interest in immediate treatment and 
prognosis, but also for information on late sequelae and effects on mental 
development. 

Analysis of results reveals that almost any type of pneumococcus may be found 
as an etiologic agent (13 different types being represented in this series) but that 
those types generally considered most virulent (I, III and XIV) show a slight 
preponderance in numbers, the latter 2 being associated with higher mortality. 

Access to the meninges and the spinal fluid may be by one or more ways, 
including bacteremia with apparent inadequacy of the blood-brain barrier (a 
common finding in this series), pyemia with infected thrombi lodging in meningeal 
vessels and involvement, grossly or microscopically, of the temporal bone or para- 
nasal sinuses, with vascular or direct destructive extension to the meninges. The 
presence of infection of the temporal bone should be established if possible because 
of surgical implications. 

A characteristic type of pathologic change may be found in the temporal bone 
when it is involved, marked by a high incidence of purulent labyrinthitis, formation 
of “empyemic membrane,” a peculiar organization of bubbly exudate leading to 
pseudogland formation and a high incidence of bilateral involvement. 

Promptness of diagnosis by the only certain method, that of lumbar puncture, 
with accurate and thorough testing of the spinal fluid is stressed. The value of 
early diagnosis is felt to outweigh any theoretic danger in the procedure, since full 
reliance cannot be placed on either the history or the physical observations. Special 
precaution is necessary in examination and interpretation of fluids which are clear 
and of low cell count. A lack of early bacteriologic diagnosis should not delay 
initial treatment, which should be sufficient to control the most serious forms of 
meningitis. : 

. Such control is made reasonably certain by the employment of sulfonamide 
drugs of broad coverage and in sufficient amounts, beginning immediate treatment 
with maximum amounts, which we believe to approximate 0.6 Gm. per kilogram 
of body weight every twenty-four hours, given either orally, if tolerated, or 
parenterally. Average blood levels of 30 mg. per hundred cubic centimeters are 
well tolerated provided adequate fluids are given, and a dilute alkaline urine 
obtained. For alkalinization amounts approximating 30 cc. per kilogram of body 
weight of a solution of sodium r-lactate one-sixth molar were given orally or 
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parenterally each twenty-four hours, maintaining a fu of the urine usually near 7.4. 
Penicillin in an initial intrathecal dose and with administration intramyscularly or 
subcutaneously every two hours is employed in the amount of 10,000 to 20,000 units. 

Increase in the number of cells and decrease in the organisms on a repeat lumbar 
puncture, usually at twelve hours, are considered a good prognostic sign. Treatment 
should not be discontinued too soon; and in instances of unfavorable response to 
chemotherapy and antibiotics, addition of specific serum may accomplish final 
eradication of infection. 

Results in this series indicate that mortality is more related to delay in diagnosis 
and in institution of therapy than to any other factors. The over-all mortality for 
the series is 61.7 per cent. Sequelae are frequent, including hydrocephalus (which 
is almost constantly present in some degree), epilepsy and serious mental retarda- 
tion. The latter is most characteristic of those having the disease in early infancy 


in a severe form. AutHors’ ABSTRACT. 


StapHyLococcus ALBus HEMOLYTICUS MENINGITIS IN AN INFANT. Harry H. 
CLEMENS, J. Pediat. 27:267 (Sept.) 1945. 


A case of complete recovery from staphylococcic meningitis in a girl 12 months 
of age is reported. The causative organism, Staphylococcus albus haemolyticus, 
was isolated both from the blood and from the spinal fluid. The source of infec- 
tion was probably in the upper respiratory tract. Recovery occurred after the oral 
use of sulfadiazine and sulfathiazole. Adjuvant therapy consisted of transfusions 
of blood and parenteral administration of fluids. 

In the armamentarium against staphylococcic meningitis, three types of agents 
are available: specific bacteriophage, sulfonamide compounds and penicillin. These 
may be used alone or, better, in combination. Early diagnosis and adequate 
continuous medication, however, are still the essential features in successful 


treatment. AuTHor’s ABSTRACT, 


STREPTOCOCCAL VIRIDANS MENINGITIS FOLLOWED BY PNEUMOCOCCAL MENINGITIS 
IN THE SAME PATIENT: A RECOVERY. GEORGE E. Brockway and Martin H. 
Jacoszs, J. Pediat. 27:273 (Sept.) 1945. 


Streptococcus viridans meningitis is a relatively rare disease, and few cases are 
reported in the literature. Most of the cases described are a complication of sub- 
acute bacterial endocarditis and are uniformly fatal. In the literature from 1900 
to 1937, 9 spontaneous recoveries are recorded. In these cases the disease was 
either primary or secondary to some focus in the body other than the valves of the 
heart. The advent of the sulfonamide compounds brought about an improvement 
in the treatment of Str. viridans meningitis, and several reports have appeared in 
which these drugs were used with some success in this condition. The more recent 
discovery and the clinical application of penicillin have added an even more 
efficacious agent to our armamentarium for the treatment of this disease, and 
although few instances of its use are mentioned as yet, it seems to be the agent 
of choice in the treatment of this type of meningitis. } 

Recovery in pneumococcic meningitis has been a rare event until recently. 
Before specific therapy of any sort was used, the mortality rate was 99 per 
cent. The sulfonamide compounds reduced the mortality to figures ranging from 
30 per cent to 80 per cent. Penicillin has been used alone with questionable results. 
However, combined penicillin and sulfonamide therapy has been used with a con- 
siderable degree of success and appears to be the treatment of choice. 

The following case in which a patient had Str. viridans meningitis followed by 
pneumococcic meningitis, with recovery in both instances, is summarized : 

The patient was a 9 year old girl with a five day history of headache, fever and 
vomiting, who was admitted to the King’s County Hospital in August 1944. 
Examination revealed a lethargic child with nuchal rigidity and with a temperature 
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of 101.6 F. Carious teeth were noted and later proved to be the probable etiologic 
factor in the development of the meningitis. 

Sulfadiazine was given for six days with questionable results. Isolation of 
Str. viridans was reported on the third day. On the sixth day penicillin was 
given both intramuscularly and intrathecally, and sulfadiazine was continued. In 
thirty-six hours the temperature dropped to normal and remained normal there- 
after. Combined therapy was continued until the fourteenth day. A roentgen- 
ogram of the teeth after recovery revealed two alveolar abscesses. The affected 
teeth were extracted four weeks later, the patient receiving prophylactic penicillin 
therapy. 

The patient was readmitted, Nov. 26, 1944, with meningitis secondary to an 
aural infection. The pneumococcus, type XII, was found in both spinal fluid and 
blood. Penicillin was again given together with sulfadiazine in the same manner 
as in the previous attack of meningitis, and in three days the blood and spinal 
fluid were sterile. Administration of penicillin intrathecally was discontinued on 
the seventh day, as the spinal sugar level had become normal. Administration of 
penicillin intramuscularly and sulfadiazine orally was kept up for twenty-eight days. 

Evidently sulfadiazine was not effective against the streptococcus causing the 
first attack of meningitis. Penicillin was started, and recovery was prompt. There 
had been sufficient experience to demand combined therapy in the later occurring 


pneumococcic meningitis. Autuors’ ABSTRACT. 


LEPTOMENINGEAL Cyst ASSOCIATED WITH HEMIPLEGIA AND SKULL DEFECT OF 
TRAUMATIC OrIGIN. Moses Cooperstock, J. Pediat. 28:488 (April) 1946. 


This triad is a comparatively uncommon complication of craniocerebral injuries. 
It occurs in severe traumas of the head invariably accompanied by fracture of the 
skull of the comminuted or depressed type. The leptomeningeal cysts develop as a 
result of laceration of the arachnoid, the pia mater and in many cases the dura mater 
as well. The skull defect develops as a result of resorption of bone overlying the 
cyst and is brought about by the pulsating pressure of the brain much in the same 
way in which bone resorption is produced by aortic aneurysms in their proximity 
to the sternum, the ribs and the spine. The neurologic changes result from destruc- 
tion of the regional cortical tissue. 

An instance is recorded of the development of a leptomeningeal cyst, hemiplegia 
and a persistent, large skull defect in a patient who had sustained a severe fracture 
of the skull at the age of 5 months and who was observed over a period of ten years. 

At operation a cystic structure was found and removed along with scar tissue 
and several detached fragments of bone. The underlying cortical tissue was 
destroyed for a depth of 2 cm. The skull defect was closed with a tantalum plate. 

The special points of interest in this case centered around the importance of 
early diagnosis and treatment. The early detection of the presence of this triad 
should lead to early surgical treatment, but, as in the case reported, this may 
present difficulties in a young infant. Signs of hemiplegia did not become apparent 
until several months after the accident, and depressed fracture could not be demon- 
strated roentgenologically. Resorption of bone was pronounced four and one-half 
months after the injury and may have become apparent much earlier. 

Early operative intervention in similar instances, particular in the period of 
rapid growth, would seem important not only from the point of view of anticipating 
the development of skull defects, but also with the hope of minimizing the neuro- 


logic icati 
gic complications. AutHor’s ABSTRACT. 


A FurtHer Report ON THE TREATMENT AT THE CHILDREN’S HospirAt, 
MELBOURNE, OF INFLUENZAL MENINGITIS WITH SULFONAMIDES AND TYPE- 
SPECIFIC SERUM. E. K. Turner, M. J. Australia 1:219 (March 3) 1945. 


Among 20 infants with influenzal meningitis treated with combined chemo- 
therapy and serum therapy during the past year, the mortality rate has been 
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50 per cent—as compared with 81.3 per cent during the preceding six years and 
prior to the institution of the combined therapy. The dosage of sulfapyridine, and 
more recently sulfadiazine, was 6 Gm. the first day followed by 3 Gm. daily there- 
after as long as indicated. An initial intravenous dose of 90 to 120 cc. Hemophilus 
influenzae type B specific antiserum (Commonwealth Serum Laboratories) was 
given, and the need for further serum therapy was determined by the clinical 
response, the cell content and the result attending cultivation from the cerebro- 


spinal fluid. Gonce, Madison, Wis. 


Diseases of the Genitourinary Tract 


Rena DwarrismM. M. L. THomson and Vera K. Witson, Arch. Dis. Childhood 
20:32 (March) 1945. 


Three cases of renal dwarfism showed a raised renal threshold for sugar 
(approximately 250 mg. of dextrose per hundred cubic centimeters) and a variable 
degree of diminished tolerance of carbohydrates. From the data available it has not 
been possible to draw any conclusions regarding the causation of these changes. 


Ketty, Milwaukee. 


DyYSGERMINOMA OF THE OVARY IN A CHILD oF Five YEARS WiTH ACUTE TorsION 
OF THE Pepicte. Patrick A. McNatty, J. Obst. & Gynaec. Brit. Emp. 
52:193 (April) 1945. 


The author reports a case of a 5 year old girl with a dysgerminoma of the 
ovary. This is a rare tumor in women and has never been reported in a patient so 
young. The same tumor in the male is called a seminoma, and arises from the 
asexual cells of the fetal parenchyma. It is often accompanied by pseudo- 
hermaphroditism or subnormal gonadal development. The malignancy of the tumor 
is not known, because of its rarity, but Schiller suggests about 10 per cent in 


females and 90 per cent in males. Cunenuees, Evenson, iil 


Pupertas Prascox. E. A. D. E. Carp, Nederl. tijdschr. v. geneesk. 86:878 
(April 11) 1942. 


A boy, one of binovular twins, at the age of 4 years, after passing through 
chickenpox and whooping cough, showed increased growth and the first symptoms 
of puberty. At about the age of 5 he experienced loss of consciousness which lasted 
for some minutes. At the age of 614 these episodes still occurred, often more than 
once a day. A diencephalic disturbance, based on a past encephalitis, was regarded 
as most probable. The author enters into a further discussion of the psycho- 
pathology of such clinical pictures. How far does the early sexual development 
influence the mental processes, and how much relation is there between an abnormal 
psychic construction, eventually present, and this precocious sexual development? 
Study of the patient showed that there were no signs of a precocious psychic 
puberty ; on the contrary, together with the bodily puberty there existed a retarda- 
tion of the psychic growth. Notwithstanding the complete development of the 
sexual organs the boy showed no signs of sexual desire. 

The author points out that the combination of a retardation of psychic develop- 
ment and an opposite condition of the bodily development, which arose under 
influence of the same morbid process (encephalitis?), sometimes occurs in child- 


hood ; he gives several examples. vAN Crevetp, Amsterdam, Netherlands. 


TREATMENT OF HyDRONEPHROSIS IN CONJUNCTION WITH AN ABERRANT RENAL 
Bioop VesseL. C. pe Groot, Nederl. tijdschr. v. geneesk. 86:1626 (June 27) 
1942. 


With reference to 6 case records, the author stresses the good results obtained 
in cases of hydronephrosis, in which an aberrant blood vessel is found, by freeing 
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this vessel from constriction. Care is recommended when radical treatment by 
nephrectomy is indicated, as this congenital abnormality in some cases is bilateral, 
which is not always clearly noted on first examination. 


vAN CreveLp, Amsterdam, Netherlands. 


THE ARTIFICIAL Kipney; A DraLysator with Larce Surrace. W. J. Koirr 
and H. T. J. Berx, Nederl. tijdschr. v. geneesk. 87:1684 (Nov. 13-20) 1943. 


Basing their apparatus on the work of Abel and his co-workers (1912), the 
authors made an artificial kidney for dialysis in vivo. The apparatus consists of a 
large horizontal roll, having its lowest segment in a vessel with the liquid. Thirty 
to 40 meters of cellophane intestine is wound in a spiral around the cylinder. While 
the blood (heparin blood) passes through the long cellophane intestine in a thin 
layer, all small molecules are dialyzed. A description is given of the use of the 
apparatus in cases of acute uremia, and a report is made of some results obtained 
in this dialysis in vivo. VAN CREvELD, Amsterdam, Netherlands. 


Diseases of the Ductless Glands; Endocrinology 


EFFECTS OF THYROTROPIN ON METABOLISM OF THIOURACIL-TREATED RaAtTs. 
S. B. Barxer, Endocrinology 37:230 (Oct.) 1945. 


Results of these experiments show that the animal with the basal metabolic 
rate depressed by thiouracil gives a much smaller metabolic response to injected 
thyrotropin than the normal animal. Since the response to administered thyroid 
material is only slightly altered, the metabolic defect due to thiouracil seems 
located in the thyroid gland rather than in the extrathyroid tissues. 


JacossENn, Buffalo. 


Gtucose TOLERANCE IN Rats FoLLowiInc REPEATED SMALL Doses oF ALLOXAN. 
Exva G. Surptey and ApeLLe N. RANNEFELD, Endocrinology 37:313 (Nov.) 
1945. 


It has been shown conclusively that a single injection of a large dose of 
alloxan (200 to 400 milligrams per kilogram) administered subcutaneously produced 
severe and permanent diabetes in rats by causing necrosis of beta cells in the 
pancreatic islets. The purpose of this investigation was to determine whether the 
functional response of the pancreatic islets to the administration of dextrose was 
altered by the repeated administration of small doses of alloxan. 

It was found that rats given 14 subdiabetogenic doses of alloxan over a period 
of four weeks did not become hyperglycemic on the normal diet, but showed 
impaired tolerance to administered dextrose. Twenty-five milligrams per kilogram 
doses of alloxan given intravenously produced a progressive damage to pancreatic 
islets, and even the small amount of damage was not followed by a compensatory 


mechanism. 
anism JacossENn, Buffalo. 


ENDOCRINE FUNCTION OF THE SPLEEN AND ITS PARTICIPATION IN THE PITUITARY- 
ADRENAL RESPONSE TO Stress. GeorGeE UNGAR, Endocrinology 37:329 
(Nov.) 1945. 


The possibility of the spleen functioning as an endocrine organ has been 
suspected for a long time. The author believes that the results reported in this 
paper constitute the first experimental evidence that the spleen produces and can 
release into circulation a substance acting like a hormone. In the course of a 
study of the reaction of the pituitary and the adrenal glands to stress using bleeding 
time as an indicator, this response was found to be inhibited by splenectomy. It 
was also observed that the spleen extracts contain an active substance which can 
reproduce the reaction to the original stimulus. This active substance was isolated 
and obtained in pure, crystalline form. It is probably part of the antienzyme 
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system which protects proteins against trypsin. The spleen as an endocrine organ 
may therefore play a part in the control of protein metabolism and its adjustment 
to conditions of stress. 

The significance of the pituitary-adrenal-spleen response and its relation to the 
alarm reaction and the post-traumatic nitrogen catabolism were discussed. 


JacossEN, Buffalo. 


TESTOSTERONE PROPIONATE INDUCES SECRETION OF MAMMARY GLANDS OF SUCKLING 
FemMace Rats. Lore Marx, Endocrinology 37:380 (Nov.) 1945. 


Injection of testosterone propionate into suckling female rats causes enlargement 
of the nipples and growth and secretion of the mammary glands. 

Mammary development is known to require three hormonal factors: estrogen 
to promote duct growth; progesterone, testosterone or corticosterone to stimulate 
budding of acini, and the anterior pituitary lactogenic principle to induce secretion. 
Whether the sterols exert their influence by way of the pituitary is not discussed. 
However, continued treatment with testosterone during the suckling period, as in 
the experiments reported here, leads to full mammary development and secretion. 
This striking reaction of suckling females to testosterone indicates that one or 
perhaps both synergistic hormones are supplied by the mother’s milk. 


JacossEN, Buffalo. 


HuMAN THYROTOXICOSIS: RESPONSE TO PARA-AMINOBENzOIC Acip. LovIs 
BerMAN, Proc. Soc. Exper. Biol. & Med. 59:70 (May) 1945. 


The author found parenteral injections of the sodium salt of paraaminobenzoic 
acid to be effective in the treatment of six patients (28 to 48 years of age) with 
toxic goiters. Injections of % to 1% grains (0.03 to 0.09 Gm.) were given from 
three to nine months, usually six times weekly, to 5 women and 1 man. The 
possible mode of action in this condition is not known, but paraaminobenzoic acid 
has a favorable therapeutic index. Hansen, Galveston, Tex. 


MICKULICZ SYNDROME WITH HEPATOMEGALY DurING DIABETES MELLITUS. 
J. Boucomont and H. Serre, Arch. franc. de pédiat. 3:69, 1946. 


In the course of a case of diabetes, hypertrophy of the liver, unaccompanied by 
functional symptoms of hepatic cirrhosis, developed. Whether this was caused 
by steatosis or by glycogenosis could not be determined in the absence of biopsy. 
In addition, there was obvious endocrine disturbance, as shown by retardation of 
growth and mental development with considerably subnormal weight. An inter- 
esting physiologic problem was also presented in hypertrophy of the parotid and 
submaxillary glands. 

Glycogenosis in the course of diabetes is extremely rare; only a few cases have 
been reported by French clinicians. Instances of hepatic steatosis are likewise 
infrequent. Hansen of Copenhagen reported 13 cases, all involving patients under 
20 years of age, but only 1 of 231 cases among adults. With regard to the notable 
enlargement of the salivary glands the hypothesis of a subacute inflammation was 
abandoned since the patient had presented for a considerable period the classical 
symptoms of Mickulicz disease. The authors continue an extended discussion 
on the relation of the glandular disturbance in this disease to the hepatic 


- hypertrophy. Amesse, Denver. 


Diseases of the Muscles, Bones, Joints and Lymph Glands 


DEPRESSION OF ACETYLCHOLINE SYNTHESIS BY SERUM FROM WorKING MUSCLE, 
HEALTHY SUBJECTS AND MYASTHENIA GRAVIS PATIENTS. CLARA TorDA and 
Haroitp G. Wo rr, Proc. Soc. Exper. Biol. & Med. 59:13 (May) 1945. 


Venous blood was obtained from each arm of 12 healthy subjects and 5 patients 
with myasthenia gravis, and one arm was exercised by forming a fist rhythmically 
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One cubic centimeter of serum was added to 100 mg. of minced frog brain, 2-cc. 
of isotonic solution of three chlorides (Ringer’s solution at pa 7.4, 4.8 mg. of dex- 
trose and 3 mg. of physostigmine salicylate). This was incubated and shaken 
aerobically for four hours at 37 C. The amount of acetylcholine synthesized was 
assayed biologically with the sensitized rectus abdominis muscle of the frog and 
is expressed as per cent of the control. In healthy subjects after fatigue (con- 
tracting fingers 75 to 105 times) approximately 10 per cent less acetylcholine was 
synthestzed than that of the serum from the control arm. Acetylcholine synthe- 
sized in the control arm of the patients with myasthesnia gravis was less than that 
of the control subjects and the more severe the myasthenia gravis the less the 
acetylcholine syntheses. In the patients with mydsthenia gravis fatigue occurred 
after 15 to 50 finger contractions and in the serums collected at this time the 
acetylcholine synthesized was 15 to 26 per cent compared with the serum from the 
resting arm. The total decrease in acetylcholine synthesis was 42 per cent after 
the performance of muscular work in the patients with myasthenia gravis. The 
authors discuss the implications of these findings and state that muscular fatigue 
may be in part the result of a decrease of the local synthesis of an acetylcholine- 


like substance during muscle contractions. HANSEN, Galveston, Texas. 


Case OF STILL’s DIsEAsE. SveENN Pinpporc, Ugesk. f. leger 104:1417 (Dec. 17) 
1942. 


Pindborg reports on a case of Still’s disease in a boy of 9. Besides other forms 
of treatment, sulfonamide compounds were employed, with the result that the blood 
sedimentation rate and the antistreptolysin titer fell, the patient put on weight 
and his general condition improved. On the other hand, there was no effect on 
the articular symptoms or the splenic and glandular enlargements. 


WaL tcrEN, Stockholm, Sweden. 


Skin Diseases; Allergy 


LicHEN ScLEROSUS ET ATROPHICUS IN CHILDHOOD. CarL W. Laymon, Arch. 
Dermat. & Syph. 52:351 (Nov.-Dec.) 1945. 


This disease entity occurs most frequently in middle-aged women; hence,. the. 
author’s observation of 3 instances of the disease in young girls is noteworthy. 
The primary lesion in lichen sclerosus et atrophicus is an achromatic, irregular or 
polygonal papule. The papules coalesce to form ivory-colored plaques. In old 
patches of the disease the skin may be atrophic, resembling parchment. The favorite 
sites of involvement are the upper parts of the trunk, especially the sternal and 
clavicular areas, the neck, axillas, forearms and anogenital region. The course 
of the disease is long, and treatment is of no avail. The author presents the case 
reports of 3 girls below the age of 6 years, in whom the lesions were limited to 


the anogenital region. McIntosu, Iowa City. 


VITAMIN C IN Hay Fever: THERAPY AND BLoop Levets. SmpNEY FRIEDLAENDER 

and Samuet M. Fernserc, J. Allergy 16:140 (May) 1945. 

The report is based on a study of the use of ascorbic acid for 43 patients. The 
conclusions are: “1. Hay fever patients have a normal blood level of vitamin C. 
2. Large doses (500 mg. daily) of vitamin C produce the usual saturation blood 
levels but do not change the course of the hay fever or asthma.” 


Hoyer, Cincinnati. 


Acute DIssEMINATED Lupus ERYTHEMATOSUS WITH SEVEN YEAR RECOVERY— 
Case Report. DororHy M. Horstmann, J. Pediat. 27:235 (Sept.) 1945. 


Acute disseminated lupus erythematosus is regarded as a uniformly fatal dis- 
ease. Less fulminating varieties sometimes undergo spontaneous remission, but 
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recurrences are the rule, and death occurs in a relapse usually within one year. 
The present report deals with a case which is an exception to these observations; 
it concerns a boy who suffered the most acute and severe form of the disease, 
who was apparently moribund for days and yet survived. He not only made a 
complete recovery, but in a seven year follow-up period has had rio recurrence and 
has enjoyed robust health. 

M. G., a 14 year old school boy, was admitted to the pediatric service of the 
New Haven Hospital on Feb. 23, 1938, complaining of an eruption on his face of 
two months’ duration. The present illness had begun with the appearance of an 
erythematous rash on the ears; which was vesicular at first; within a few days 
the lesions broke down and then became scaly. The eruption spread over both 
cheeks and gradually became confluent. Two weeks before admission lesions 
appeared on the extremities, chest, back and trunk. There was considerable oozing 
of blood from the nose and mouth, but no fever, pains in the joints or other systemic 
manifestations. 

On admission, the boy appeared chronically ill. His face was covered with a 
scaly red eruption of butterfly distribution. Similar lesions were present on the 
chest, back and extremities. The hands were covered with erythematous macules. 
Other physical observations included a moderate generalized enlargement of the 
lymph nodes and a palpable liver and spleen. The blood had a hemoglobin content 
of 9.5 Gm. and contained 4,700 white cells per cubic millimeter, with a normal 
differential count. The corrected sedimentation rate was 26. Platelets and red 
cell fragility were normal. The urine was normal. The results of all other 
laboratory tests were essentially normal. An electrocardiogram and roentgeno- 
grams of the chest were also normal. 

The course in the hospital was one of high fever (102 to 106 F.), with con- 
tinued leukopenia (2,000 to 3,200 white cells per cubic millimeter) and increasing 
prostration. The cutaneous lesions spread, and signs of bilateral pneumonia 
appeared. A prominent pleural friction rub persisted for some days. The size of 
the heart: enlarged greatly, and the edge of the liver came down 4 fingerbreadths. 
The patient was irrational and disoriented, and a stiff neck developed, but lumbar 
puncture revealed normal dynamics and fluid. Suddenly on the twentieth hospital 
day, the temperature fell to normal, and spontaneous improvement began. It con- 
tinued for ten days, when a relapse occurred, associated with the development of 
a diffuse cellulitis of the neck and the floor of the mouth. There were again high 
fever, fiery exacerbation of the cutaneous lesions and return of the cardiac and 
pulmonary signs. The hemoglobin content fell to 7.5 Gm. per hundred cubic 
centimeters, and the white cell count to 1,250 per cubic millimeter. Treatment 
consisted of incision and drainage of the cellulitis, transfusions and the administra- 
tion of liver and nicotinic acid parenterally. When the patient seemed moribund, 
once again improvement began and continued steadily. During convalescence 
there was a complete loss of the hair of the scalp. The cutaneous lesions gradually 
faded, leaving a,brown pigmentation and some atrophy. ‘ 

The patient was followed regularly for ten months, and at long intervals sub- 
sequently. . His health was excellent, and recovery appears to have been complete. 
A follow-up of seven years indicated (in January 1945) that he had passed his 
physical examination for the army and was then on active duty in the Pacific area. 

Comment: There have been many cases of acute disseminated lupus erythema- 
tosus reported in the literature, most of them fatal within a year of onset in spite 
of a variety of therapy. The present case is an exception in that there was severe 
cutaneous and visceral involvement and a septic complication. Yet spontaneous 
resolution of the disease occurred, and the patient has been healthy and vigorous 


for seven years. 
y AvutHor’s ABSTRACT. 
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Enpemic Occurrence or AcropyniA. Hoicer E. Nietsen, Ugesk. f. leger 104: 
102 (Jan. 22) 1942. 


The author reports on 5 cases of acrodynia which occurred in a small village 
in Denmark within the course of a few months. He believes that the endemic 
occurrence indicates that the disease is of infectious origin. 


WaALLcrREN, Stockholm, Sweden. 


Miscellaneous 


THERAPEUTIC ACTIVITY AND TOXICITY OF SOLUTHIAZOLE AND SOLUPYRIDINE. 
R. Wien, J. Harrison, W. A. FREEMAN and G. E. Putuirs, J. Pharmacol. 
& Exper. Therap. 84:203 (July) 1945. , 


Because of the need of less irritating sulfonamide compounds for subcutaneous 
use these compounds were synthesized. Soluthiazole and solupyridine are disodium 
cinnamylidene dibisulfite derivatives of sulfathiazole and sulfapyridine, respectively. 
The authors’ conclusions are as follows: 


1. They were equally active, and in streptococcic and pneumococcic (type 1) 
infections in mice were similar in activity to the sodium salts of the parent com- 
pounds, but against staphylococci they were less effective. 

2. Solupyridine and soluthiazole were equal in toxicity to mice by all methods 
of administration, and were less toxic than the corresponding sodium salts of the 
parent compounds; they did not produce urolithiasis to any extent. 


3. Tests for local toxicity and irritant properties indicated that the solutions 


were better tolerated than those of the sodium salts. Picum, Cleveland. 


THE ABSORPTION AND EXCRETION OF SOLUTHIAZOLE AND SOLUPYRIDINE. R. WIEN 
and J. W. F. Hampton, J. Pharmacol. & Exper. Therap. 84:211 (July) 1945. 


In a study of soluthiazole and solupyridine in animals and man the authors’ 
conclusions are: 


1. When injected intravenously, subcutaneously or intramuscularly, they pro- 
vide a means of rapidly obtaining a high concentration in the blood, and the peak 
concentration occurred usually within a half hour. They are present in the blood 
almost entirely in the free form, little being conjugated. There was little difference 
between the rates of absorption of soluthiazole and solupyridine either in animals 


or in man. The concentration in the cerebrospinal fluid was much lower than in 
blood. : 


2. Excretion in the urine was rapid, and in the series of human cases examined 
from 40 to 75 per cent of the dose was excreted within twelve hours. The amounts 


conjugated were less than 10 per cent. Pucca, Clisdined 





Society Transactions 


SOCIETY FOR PEDIATRIC RESEARCH 
Edward M. Bridge, M.D., President 
Sixteenth Annual Meeting, Skytop, Pa., April 30-May 1, 1946 
First Session 
Tuesday Afternoon, April 30 


Introductory Remarks by the President. Dr. Epwarp M. Brince, Buffalo. 


It is both a privilege and a challenge to have the opportunity to review one’s 
field of scientific interest to a group of research workers such as the members of 
this society. Few scientific organizations are devoted exclusively to the cause of 
young men and are so safeguarded against conservative opinion and reactionary 
pressure as this group, which retires its members at the age of 45. This law of 
the society was written into the constitution with the full realization that it had 
both advantages and disadvantages. To be denied the help of mature experience 
often results in wasted effort and mistaken directions. Yet in the process of 
growth, whether of a child, a young research worker or a society such as ours, 
there can be no substitute for the experience of learning through the errors and 
successes of one’s own judgments. Too often the parent or senior partner insists 
on correction or modification to fit a concept of the past generation rather than 
standing by and seeing the younger person struggle through the difficulties of 
adaptation to the present or future trends. The elder must decide whether to err 
in the direction of permitting freedom of action with its resulting mistakes on the 
one hand, but spur to creative work on the other, or to step in and decide matters 
on the basis of past experience and judgment. It was the belief of the founders 
of this society seventeen years ago that progress depended on the creative imagina- 
tion of young workers and that in the organization this should not be hampered by 
the weight of conservative, although often wiser, opinion. 

While the Society for Pediatric Research has filled a needed place in the 
growth and development of young research workers, the principles adopted at the 
time of its organization have equal application within the laboratories of medical 
schools and hospitals. More and more, research projects are undertaken by 
groups of persons of varying ages, some of whom lead and direct, and others of 
whom follow and obey. Such a system has frequently become necessary because 
of the complex nature of,the problems to be studied, but with it has come dangers 
similar to those envisaged by the founders of this society. The opportunities for 
freedom of growth and development and for individual initiative are becoming 
less, and in their places are arising the research projects controlled from above 
through administrative committees, departmental heads and earmarked grants 
from industries, foundations and government. Necessary as these changes in 
medical organization may be, it is equally necessary to preserve for the younger 
men of our age group the opportunities for work in which they will not become 
cogs in a belt line research program but will have a reasonable degree of freedom 
of action and initiative to create, to develop and to envisage progress in medicine 
in the light of their own particular abilities. The true spirit of research must 
come from within and, as Dr. Allan Gregg has stated, must be “the response to 
curiosity, not to need.” 

I am sure that the Society for Pediatric Research will continue to champion 
research opportunities for young men in the field of childhood diseases, for which 
it was founded seventeen years ago. 

236 
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Carbohydrate Physiology in Children’s Diseases: Presidential Address. 
Dr. Epwarp M. Brince, Buffalo, N. Y. 


This article will be published in full later. 


Psychiatric Aspects of the Medical Management of Diabetes Mellitus in 
Children. Dr. Hmpe Brucu and Dr. Irma HEwLtett (by invitation), New 
York. 


The purpose of the study was to obtain a general picture of family relationships 
and attitudes which affect the acceptance of diabetes in a child and the ability to 
carry out medical instructions. The observations were made during the past two 
years on 21 diabetic children, 10 girls and 11 boys, who were patients at the Babies’ 
Hospital and the Pediatric Department of Vanderbilt Clinic in New York. They 
ranged in age from 4 to 14 years, and had been sick from one to ten years. Ages 
at the onset of diabetes had ranged from 14 months to 11% years. Information 
was obtained by repeated extensive interviews with the children themselves and 
with different members of the family, mainly mothers. 

The inquiry aimed at obtaining as many details as possible about the way in 
which the’ different tasks of the diabetic regimen were managed and also at 
getting information about the theories which the parents held about the possible 
cause for the development of diabetes and about their hopes and expectations for 
cures. It seems that these personal beliefs reflect to a large degree basic emotional 
attitudes toward the child. The attitude of the family showed great differences 
in individual cases. We attempted a grouping according to the way in which the 
specific tasks were handled, and could recognize three main types of attitudes in 
mothers, according to the degree of control which they exercised in following the 
regimen. The one which seems most desirable for the child, that of a tolerant, 
relaxed acceptance of the task, was least frequent. It was observed in only 1 or 
2 instances. In a quarter of the cases altogether the attitude toward the child was 
not outwardly aggressive and punitive, although there were neurotic attitudes 
frequently expressed. Sometimes the mother boasted how exceptionally well she 
managed all these difficult tasks, which suggested that her attention was more on 
herself than on the child; sometimes she was excessively sorry for the child who 
had to eat the same food day in, day out, etc. Regulation in these children seemed 
to be fairly satisfactory. 

Distinct from this type of good cooperation was the perfectionistic overcontrol 
in which the handling of the diet, giving of injections, etc., all became expressions 
of the mother’s absolute power to do the right thing. Here the basic attitude 
* toward the child was aggressive and subduing. The mother’s authoritarian attitude 
extended to every detail of living. With these mothers the sentence “I will not 
stand for it” recurred frequently in discussions of the family problems. The 
diabetes was one thing which these mothers had to accept, and their perfectionistic 
cooperation appeared an attempt to beat the disease without regard for the fact 
that the child’s personality was being crushed in the process. Only three mothers 
were rated as representing the pure type of this attitude, but trends in this direction 
were encountered rather often. Overcontrol of the child was characteristically 
associated with satisfactory regulation of the diabetes. 

The third and largest group was the one in which the patients’ cooperation was 
either erratic or persistently poor, which in itself drew attention to disturbing 
psychologic problems. These more obviously disturbed families might be classified 
in two main groups. The first were those in which the mother’s attitude was one 
of self pity with blame for the child—the diabetes was just one more of her—the 
mother’s—misfortunes. The second group expressed an attitude of open rejection 
aad hostility. The diabetes was one more of the child’s undesirable and annoying 
traits. Only 3 of this group of 13 patients, over half the total group, were satis- 
factorily regulated at the time of study. Four showed considerable irregularities in 
the degree of regulation, and in 6 cases the regulation was unsatisfactory. 

The observations concerning diabetic children were compared with previous 
observations on the psychologic background of obese children. In obesity the life 
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habits which lead to this development are the central aspect of a neurotic family 
constellation. ._In diabetes the picture is much less uniform and, as far as these 
observations go, not at all specific. 


The Fate of Injected Particulate Antigen in Relation to the Formation 
of Antibodies. Dr. T. N. Harris (by invitation) and Dr. W. E. Exrics 
(by invitation), Philadelphia. 


Earlier studies have shown that the injection of antigenic material into the 
pad of the rabbit’s foot is followed by the appearance of antibodies in the regional 
lymph node, in lymph produced by that node and especially in lymphocytes in such 
efferent lymph. In the present work the fate of particulate antigenic material has 
been investigated in the period between its injection into the foot of the rabbit 
and the appearance of antibodies in the regional lymphatic tissue. 

It has been found that a soluble substance of the same immunologic specificity 
as the antigenic material injected can be identified in extracts of the injected 
tissue and of the regional lymph node and in the efferent lymph from that node. 
The concentration of this soluble material falls off slowly in the injected tissue in 
the course of the few days following the injection. In the extract of the lymph 
node and in the lymph it falls off quickly and is succeeded by the appearance of 
antibody. 

Evidence is presented that this material is derived from the injected antigenic 
material by a physiologic process, and this process is discussed as the means by 
which antigens which are originally parts of cells are made available to the 


lymphocyte. 


The Capacity of Young Infants to Form Antibodies. Dr. J. Cyrm Prterson 
(by invitation), Roanoke, Va. 

Some of the reasons for immunization in early infancy were mentioned, par- 
ticularly in regard to whooping cough. 

The Hemophilus pertussis agglutinins and the tetanus antitoxin and diphtheria 
antitoxin titers following the administration of a uniform amount of antigen com- 
plex adsorbed on aluminum hydroxide were compared for four groups of children 
aged 4 weeks to more than 1 year. The H. pertussis agglutinin and the tetanus 
antitoxin titers were as great and persisted as well in the younger age group as 
in the older groups. The diphtheria antitoxin titers in the youngest and the next 
youngest group came up less rapidly and were slightly lower than in the oldest 
groups. The diphtheria antitoxin persisted in the youngest age group in more | 
than 75 per cent for at least nine months at levels greater than 0.03 unit per cubic 
centimeter, but titrations were not run at lower levels which would show how 
many were above the protective level. 


Chick Embryo Culture in the Diagnosis of Bacterial Infections and Strep- 
tomycin Sensitivity Tests. Dr. C. Henry Kempe (by invitation) and 
Dr. Henry SiLver (by invitation), New York. 


The developing chick embryo as a culture medium in accordance with the 
Goodpasture technic has been used as an aid in a variety of clinical problems, 
including the etiologic diagnosis of purulent meningitis, the study of spinal fluid 
in early meningococcemia without meningitis and the serial study of empyema 
fluids. A modification of this technic has been employed for a test in vivo of 
sensitivity to streptomycin. 

Cultures of specimeris of spinal fluid on conventional mediums resulted in 
the etiologic diagnosis of 80 per cent of 51 cases of purulent meningitis. The 
chick embryo culture was positive in 96 per cent of these cases. Growths on 
the egg were extremely rapid, and cultures were usually positive within six 
to eight hours. Positive results were obtained with meningococci, pneumococci, 
Hemophilus influenzae, beta hemolytic streptococci and hemolytic Staphylococcus 
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aureus. In 2 cases of meningococcemia with characteristic petechiae, lumbar 
puncture on entry revealed clear spinal fluid with normal cell count and with 
normal chemical composition. However, viable meningococci were found in the 
spinal fluid by chick embryo culture even though routine cultures were negative. 

A test in vivo of sensitivity to streptomycin by means of the method of chick 
embryo culture has been clinically useful, especially in following the degree of 
susceptibility of a pathogen during therapy. The test determines the number 
of units of streptornycin required to inhibit growth of an organism for twenty-four 
hours in the 8 day embryo. 


A Chick Embryo Technic for Chemotherapeutic Studies in Tuberculosis: 
Results with Streptomycin and Other Compounds. Dr. Henry F. Lee 
(by invitation) and Dr. Aspram Sravitsxky (by invitation), Philadelphia. 


A new chick embryo technic was devised which made possible the rapid 
production of disseminated tuberculous lesions within the parenchymatous organs 
of chick embryos. The bacteriostatic effects of compounds may be tested in a 
short period of time in the presence of intact tissues. Studies utilizing streptomycin 
and certain other chemotherapeutic substances served to demonstrate the validity 
of the method. Streptomycin prevented the development of histologic evidence 
of infection in chick embryos intravenously inoculated with tubercle bacilli, but 
bacilli were recovered when specimens of the tissues were cultured. 


Varieties of Anti-Rh Agglutinins: Some of Their Characteristics. 
Dr. Lours K. Dramonp and Dr. Neva M. Asetson (by invitation), Boston. 


A description is offered of anti-Rh agglutinins of the six different specificities, 
as originally described by Race, Fisher, Wiener, Levine and others. The proof 
of the existence of all of these specificities can now be obtained. Cases in which 
the human serums have been found are briefly described. The so-called blocking 
constituent or heat-stable variety of. each serum shows certain characteristics 
which clarify the relationship of the “blocking antibody” with the simple 
agglutinin. Experiments with the production of serum in human subjects are 
briefly detailed. 


Elimination of Poliomyelitis Virus from the Human Mouth or Nose. 
Dr. Ropert Warp and Mr. Burritt WALTERS (by invitation), New York. 


The precise pathways pursued by poliomyelitis virus in traveling from the 
infected host to the susceptible person have not been clearly defined. Although 
there is considerable evidence to support the intestinal-oral circuit, there are 
those who consider the respiratory channel (droplet infection) as the principal 
mode of transmission. While poliomyelitis virus has been detected in the 
pharyngeal ‘wall, in washings of the nasopharynx and, more recently, in swabs. 
of the pharynx, there has been little evidence heretofore that virus is actually 
expelled under natural conditions from the mouth or nose. 


Material for the present study was collected during the 1945 outbreak in New 
Jersey from 19 patients in the first three days of poliomyelitis. Sterile cloth masks 
were placed over the patient’s mouth and nose and the patient was induced to talk, 
blow, cough and spit into the mask for thirty minutes. The nose and pharynx 
were then swabbed separately and all those materials were held in the frozen state 
until inoculated into monkeys. 

Poliomyelitis virus was recovered from the mask of 2 patients. From the first 
of these the nose swabs and from the second the throat swabs also contained the 
virus. Only the throat swabs from 5 additional patients contained the virus. From 
the remaining 12 patients no virus was recovered. The finding of virus in two of 
the masks means that, under the conditions of this experiment, poliomyelitis virus 
can be eliminated from the mouth (or nose). 
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This fact suggests that the pathway of elimination of this virus is not solely by 
way of the intestinal tract. The epidemiologic significance or insignificance of this 
observation cannot be stated at present. 


Influence of Various Hormones on the Resistance of Swiss Mice to Murine 
Poliomyelitis Virus. Dr. Joun A. ANDERSON and Dr. VERNON Bo tin 
(by invitation), ‘Salt Lake City. 


The influence of desoxycorticosterone acetate, testosterone propionate, diethyl- 
stilbestrol and progesterone on the resistance of young Swiss mice to orally admin- 
istered murine polioencephalitis virus was studied. Groups of young mice, 18 to 
26 days of age, were given the hormones subcutaneously for six to eight week 
periods. After the hormone had been administered for three weeks, a 10 per cent 
suspension of mouse brain virus in milk was then given orally. Control groups of 
the same age were also fed the same dose of virus at the same time as the experi- 
mental groups. The average mortality of the control groups was found to be 
68 per cent, as compared with 45 per cent for the group treated with desoxycorti- 
costerone acetate, 25 per cent for the group treated with testosterone propionate, 
13.9 per cent for the group treated with diethylstilbestrol and 8.7 per cent for the 
group treated with progesterone, 

Survivors of both the control and the hormone-treated groups were refed the 
virus twenty-one to thirty-four days after the initial vitus feeding. The hormones 
were administered continuously to the experimental groups. The mortality for 
the survivors in the control group when refed the virus in the same dose was 
41 per cent, for the group treated with desoxycorticdsterone acetate 45 per cent, 
for the group treated with testosterone propionate 46 per cent, for the group 
treated with diethylstilbestrol 25 per cent and for the group treated with proges- 
terone 10.9 per cent. 

From these experiments it is suggested that the administration of progesterone 


to Swiss mice offers a high degree of protection from infection with orally fed 


murine polioencephalitis virus. 


Persistence of Protective Humoral Antibodies Against Dysentery in 
Children Following Primary Vaccination. Dr. Mertin L. Cooper, Dr. 
Jack Tepper (by invitation) and Dr. Heten M. Kevrer, Cincinnati. 


The data presented at this time were obtained during a study under contract 
with the Office of Scientific Research and Development. The object was to study 
the possibility of using suspensions of the Shigella group of bacteria for active 
vaccination of human subjects. Groups of ten children were used in the evaluation 
of each vaccine. Specimens of blood were obtained before and at intervals of a 
few weeks following vaccination. 

These serums were tested in mice to determine the quantity which protected 
50 per cent of mice when challenged with approximately two hundred minimum 
lethal doses of homologous culture. The increase in protective power was cal- 
culated from the volumes which protected before and after vaccination. The 
statistical significance of the increases in protective power were analyzed by means 
of fourfold tables. Data regarding six monovalent vaccines and one pentavalent 
vaccine will be presented at this time. 

The six monovalent vaccines used, the total dose of each in billions of bacteria 
and the number of weeks after vaccination during which the pooled serums of 
each group of children continued to show statistically significant increases in 
protective power against homologous challenge types of Shigella are presented 
as follows: Flexner V, 30,000,000,000, fifty-two weeks; Flexner W and Flexner Z, 
30,000,000,000, at least twenty-four weeks; Flexner X, 14,000,000,000, at least 
twenty-four weeks; Boyd 88, 30,000,000,000, forty-two weeks, and Shigella sonnei, 
25,000,000,000, at least twenty-four weeks. It was possible to study four of these 
groups for a period of only twenty-four weeks. 
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The pentavalent vaccine contained 8.7 mg. of nitrogen per hundred cubic ceuti- 
meters, to which each of the five types of Shigella (V, W, Z, Boyd 88 and sonnei) 
contributed equally. Each of ten children received three injections at intervals of 
one week. The number of weeks after vaccination during which serums from 
these children continued to show statistically significant increases in protective 
power against homologous challenge types of Shigella were as follows: Flexner V, 
thirty weeks; Flexner W, fifty-two weeks; Flexner Z, forty-two weeks; Boyd 88, 
forty-two weeks and Shigella sonnei, fifty-two weeks. 


Second Session 
Wednesday Morning, May | 


Neurogenic Intestinal Obstruction in Infancy: A Clinical and Pathologic 
Study. Dr. Wotr W. ZuELzeER (by invitation) and Dr. James L. Witson, 
Ann Arbor, Mich. 


This paper deals with the occurrence of acute and chronic intestinal obstruction 
in infants in whom operation or autopsy fails to disclose gross intrinsic or extrinsic 
obstructive lesions. The study is based on observations of 11 cases which seem 
to have a common etiologic background. The clinical picture is almost indis- 
tinguishable from that seen with true anatomic obstruction of the lower intestinal 
tract. A familial tendency was observed in several instances. In the 5 cases in 
which detailed postmortem studies could be carried out, the plexus of Auerbach 
had failed to develop in the wall of the large intestine. It is believed that the 
pathogenesis of the condition is related to this abnormality. The paper is con- 
cluded with a discussion of diagnostic procedures, the differentiation of the clinica! 
picture as far as possible from that of megacolon and the problems involved in the 
management of these patients. 


Use of Folic Acid in the Treatment of Celiac Disease. Dr. CHaries D. 
May, Boston. 


Five patients with well established celiac disease were treated with folic acid. 
None of these patients had macrocytic anemia, megaloblastic arrest in the bone 
marrow or glossitis. Two of the patients received 40 mg. of folic acid orally each 
day for thirty days; 2 received 10 mg. intramuscularly each day for six days and 
then 20 mg. intramuscularly each day for twenty-one additional days, and the fifth 
received 20 mg. intramuscularly and 50 mg. orally each day for twenty days. No 
effect of the folic acid could be detected as regards any of the clinical or laboratory 
features of their disorder: 1. The stools remained fatty and foul. 2. There was no 
gain in weight. 3. The dextrose and vitamin A absorption curves remained flat. 
4. Their anemia, which was of the microcytic hypochromic type, was unaltered ; 
no reticulocytosis occurred, and the bone marrow showed no change. 


Kernicterus Problem: Experimental in Vivo and in Vitro Staining of 
Brain Tissue with Bilirubin. Dr. Ricuarp Day, New York. 


The yellow staining of the basal ganglions, nuclear centers and certain cortical 
areas which occurs occasionally in hemolytic disease of the newborn is a phe- 
nomenon which is incompletely understood. Among the theories which have been 
put forward in the literature, the following are of particular interest: 1. The pig 
ment is not bilirubin, but is some other pigment which exerts or is accompanied 
by a toxic effect on specific areas of the brain. 2. The brain is first injured by 
anoxia or by an antigen antibody reaction or by some toxin elaborated in the 
liver, and then subsequently bilirubin is imbibed by the injured brain cells. 

My colleagues and I have produced yellow staining of one hemisphere of rats’ 
brains by damaging the area with roentgen rays and have rendered the rats icteric 
by occlusion of the common bile duct and intravenous injections of bilirubin. In 
vitro experiments were also done on specimens of human brain which show that 
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the persistency of the yellow stain after fixation with formaldehyde so characteristic 
of postmortem kernicteric brains can be imitated when postmortem brain is stained 
artificially with bilirubin. The persistency of the yellow color is not therefore the 
result of any peculiarity of the yellow pigment, but rather it would seem that 
when brain tissue is stained with bilirubin, the latter is rendered resistant to 
oxidation. 

Our experiments support the second theory mentioned but do not shed any 
light on the nature of the lethal factor which kills the brain cells. 

This work was supported by a grant from the John and Mary R. Markle 
Foundation. 


Management of Anuria Resulting from Sulfonamide Therapy. Dr. Epwarp 
L. Pratt, New Haven, Conn. 


The preservation of the normal volume and composition of the body fluids 
was presented as the basic principle of the management of anuria due to intrarenal 
derangements resulting from sulfonamide therapy. 

To achieve this aim the following program is suggested: (1) an initiai definition 
of the electrolytic structure by measurements of serum sodium, chloride and bicar- 
bonate; (2) an allowance of sufficient fluids each day to keep the body weight 
constant (this will average only 30 to 60 cc. per kilogram for twenty-four hours) ; 
(3) the administration of proper amounts of sodium, chloride and bicarbonate to 
restore the serum concentrations of each to satisfactory values; (4) the furnishing 
of 50 to 75 calories per kilogram each day from glucose; (5) the avoidance of the 
unregulated intake of substances ordinarily excreted in the urine, especially 
potassium, and (6) the guidance of therapy by frequent repetition of relevant 
laboratory determinations. 

Observation of 8 anuric patients demonstrated that urging fluids led to symp- 
toms of so-called water intoxication in 1 patient, that wide variations in electro- 
lytic structure could be present but not recognized if reliance were placed solely 


on clinical appraisal and that measurements of body weight would allow one to 
control the volume of body fluids, whereas both changes in body weight and 
measurements of the serum electrolytes were needed to guide the regulation of the 
electrolytic concentrations. 

I believe that this plan of management will, in most instances, provide an 
extension of survival until output of urine is spontaneously reestablished. 


Observations on the Relationship of Measles and Remissions in the 
Nephrotic Syndrome. Dr. GretcHEN Hutcuins (by invitation) and Dr. 
CuarLes A. JANEWAY, Boston. 


The relationship of infection to exacerbations and remissions of the nephrotic 
syndrome has been frequently discussed in the pediatric literature. Consistently 
observed, as is noted in reports from many countries, and in our own experience, 
is the association between intercurrent measles and a pronounced diuresis, with 
at least temporary remission of the disease. The uniformity with which these 
edematous patients exhibited diuresis following measles led us to inoculate 2 
nephrotic patients with measles for therapeutic purposes and to attempt an analysis 
of certain chemical changes which might occur. 

Two patients with the nephrotic syndrome were inoculated intranasally with 
throat washings obtained from early cases of measles. Thirteen and twelve days, 
respectively, thereafter the patients experienced typical prodromes of measles. 
Electrophoretic analyses (carried out under the direction of Dr. S. Howard 
Armstrong Jr.) of plasma and total protein and determinations of nonprotein 
nitrogen were made at that time and at weekly intervals thereafter. As controls, 
3 adult patients with uncomplicated measles and 1 child with a bacterial infection 
preceding measles were studied in a similar manner. Specimens of urine were 
obtained in 1 case and studied electrophoretically, and were analyzed for their 
content of protein, sodium and chloride. 





SOCIETY TRANSACTIONS 243 


A time interval of seven or eight days between measles and onset of diuresis 
was noted in all the observed cases. Loss of weight was rapid and extensive. 
Serum protein, albumin and gamma globulin levels were low at the onset of 
measles, began to rise by the onset of diuresis and continued to rise for two to 
three weeks. Thereafter the levels of total protein and albumin remained elevated 
while that of gamma globulin fell. Albuminuria persisted throughout diuresis. 
There was a pronounced rise in urinary sodium and chloride concentration during 
diuresis, when the volume of urine was large. Control patients showed no essential 
variation in plasma proteins from the normal except for a large increase in gamma 
globulin in the plasma of the patient with a bacterial infection preceding measles. 

There is no adequate explanation for the diuresis and the changes in the plasma 
protein. It is suggested that measles produces an alteration in metabolism in 
nephrotic patients which is manifested by improvement in renal tubular function 
and in the synthesis of plasma proteins. 


Effects of Maternal Malnutrition on Fetal Development. Dr. CLEMENT 
A. Situ, Boston. 


With the financial support of the Nutrition Foundation, an investigation was 
carried out in the Netherlands to determine the effects of maternal undernutrition 
on the course of pregnancy and the condition of the infant at birth. Most of the 
data were secured in Rotterdam and The Hague, where it was clear that severe 
generalized undernutrition had occurred during the so-called hunger winter of 
1944-1945. Up to November 1944, the general level of nutrition had apparently 
been rather good. Food supply then deteriorated sharply, to improve even more 
sharply with the liberation in May 1945. The material available for study thus 
represented the results of an acute situation, whereas maternal malnutrition as 
seen in America is usually more chronic in nature. It was also evident that the 
hunger winter was characterized by broad undernutrition rather than by lack of 
any single specific nutritional element or group of elements. Under these circum- 
stances, the following effects on newborn infants were observed: 

1. The birth weight declined progressively in successive groups of infants born 
during the first three months of hunger, though this was not demonstrable in every 
infant. The extent of this decline (about 250 Gm. at the median) was less inter- 
esting than its time relationships. These indicated that the weight of the infant at 
birth reflects the mother’s nutritional status only during the last trimester of 
pregnancy. During the three months following liberation and the return of food 
the birth weights rose as far and as steadily as they had fallen at the beginning of 
hunger, 

2. A statistically signficant change in length at birth also occurred. Though it 
was less precise than the shift in weight the time helationships indicated that length 
at birth reflects the status of maternal nutrition also in terms of that obtaining 
during the last third of gestation. 

3. As the hunger continued, amenorrhea developed in 50 per cent, and perhaps 
more, of the women in the cities studied. Irregularities of menstruation were also 
common. For these and other reasons, no serviceable data could be obtained 
regarding change in frequency of abortion and miscarriage. 

4. Stillbirth was not increased in frequency. 

5. Neonatal death was not increased in frequency during the ten day period 
infants were kept after birth in a large maternity hospital. Municipal data 
describing deaths in the first month after birth showed a large increase. But infants 
in their homes were subjected to so many untoward circumstances that these 
figures cannot be interpreted as proving a diminished vitality or ability to survive 
among infants born during the hunger winter. 

6. Prematurity (birth weight less than 2,250 Gm.) rose from an incidence of 
5 per cent in 650 births before hunger to one of 6.3 per cent in 412 during hunger. 
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The change is not statistically significant. A difficulty imposed by menstrual 
irregularities and by the decrease in neonatal size was to determine how much 
of the latter condition was actually due to slight prematurity. Evidence is presented 
to show that the decline in birth weight was not entirely a result. of a shortened 
period of gestation. 

7. The only indication of any increase in congenitally malformed infants was 
insignificant. If such conditions were actually more frequent among conceptions 
during the hunger period, the difference must have been a rather small one. Indeed, 
so marginal was the area in which figures fell that it was estimated that 2,500 test 
cases and 2,500 conceptions under normal dietary circumstances would have been 
required for proof or disproof. Such a statistically useful number of test cases 
would not have been furnished by all of the infants born in Rotterdam and The 
Hague during the appropriate months after the period of hunger, so infrequent 
did conceptions become. 

It is concluded that while demonstration of an effect of maternal nutrition on 
growth in fetal size is relatively easy, it is extremely difficult to demonstrate 
satisfactorily either positive or negative evidence of a causal relationship between 
human maternal nutrition and fetal development. Nutritional situations comparable 
to those resulting in malformed offspring among animals did not obtain in Holland. 
It is suggested that time may be more usefully spent in planning and checking the 
collection of data on this problem than in the accumulation of observations which 
leave something to be desired in the way of strict statistical significance. 


Functional Hepatic Changes Associated wth Fatty Metamorphosis of ‘the 
Liver. Dr. Grapys J. FASHENA, Dallas, Texas. 


Interest in hepatic functional changes associated with fatty liver was stimulated 
by observation of 3 patients, all of whom showed pronounced hypoglycemia during 
life and pronounced diffuse fatty infiltration of the liver at autopsy. Fatty livers 
were .produced experimentally in young hooded rats of the Baltimore strain by 
feeding a diet low in protein and high in fat for a period of one or more months. 
All functional studies were correlated with histologic study of specimens of liver 
obtained at biopsy or autopsy. The following functional changes were observed: 
1. Excretion of bromsulfalein was significantly reduced in animals with fatty livers. 
2. Glycogen reserves appeared to be considerably depleted in animals with fatty 
livers as measured by (a) the magnitude of the hyperglycemic response to epi- 
nephrine, (b) ability to maintain the level of sugar in the blood during starvation 
and (c) histologic study by special staining methods. 3. Gluconeogenesis appeared 
to be considerably impaired in animals with diffusely fatty livers as indicated by 
the failure of a secondary rise of sugar in the blood to occur after depletion of 
preformed glycogen. Simultaneous control studies carried out on a group of rats 
maintained on a diet low in protein with sufficient supplementary choline to prevent 
severe fatty liver indicate that the functional changes noted are not due to simple 
protein starvation. 


Potassium Deficiency in Patients with Steatorrhea. Dr. H. E. Harrison, 
Dr. Heren C. Harrison (by invitation), Dr. R. R. Tompsetr (by invitation) 
and Dr. D. P. Barr, Baltimore. 


Two patients with steatorrhea and considerable muscular weakness were found 
to have extremely low concentrations of potassium as well as of phosphorus and 
calcium in the serum. In 1 patient, a 53 year old Spaniard with the sprue syndrome, 
symptomatic improvement followed the administration of extract of liver, and the 
potassium in the serum rose to normal values. For the second patient, a 44 year 
old woman with lymphosarcoma of the small intestine, balance studies with the 
patient on various dietary regimens were carried out. It was found that large 
amounts of water and potassium were lost in the stools along with an increased 
loss of fat, nitrogen, phosphorus and calcium. A deficiency of both extracellular 
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and intracellular potassium occurred in periods in which the losses of potassium in 
the stools were increased. The intake of large amounts of vitamin D (2,000,000 
units daily) resulted in a reduction of the losses of water, potassium, phosphorus 
and calcium in the stools. The concentrations of potassium, phosphorus and 
calcium in the serum rose to normal values, and the patient showed pronounced 
improvement in muscular strength. 


Diagnosis of Tetralogy of Fallot and Indications for Operation. Dr. 
Heten B. Tavussic, Baltimore. 


The four features which characterize the tetralogy of Fallot are pulmonary 
stenosis or atresia combined with dextroposition of the aorta, a high ventricular 
septal defect and hypertrophy of the right ventricle. 


The characteristic clinical manifestations are cyanosis and clubbing, a heart of 
normal size, usually a basal systolic murmur and a pure second sound. The elec- 
trocardiogram shows a right axis deviation. Roentgenograms show an absence 
of the normal fulness of the pulmonary conus and clear pulmonary fields. Fluoro- 
scopy shows no pulsations at the hili of the lungs. 


There are many variables. The systolic murmur may be rather loud or 
entirely absent. The second sound may*be diminished or accentuated; it is never 
reduplicated. Cyanosis may be pronounced or slight depending on the degree of 
the unsaturation with oxygen and the height of the red blood count. The saturation 
of the arterial blood with oxygen. is also subject to great variation (from 88 to 
10 per cent). It varies from patient to patient, depending on the severity of the 
pulmonary stenosis; it also varies in the same patient from day to day. The 
exercise tolerance of the patient shows a corresponding variation—some persons 
can walk a mile, and some not at all. Operation is indicated for those who are 
severely handicapped. 

The operation is designed to increase the circulation to the lungs. It consists 
of an anastomosis between the proximal end of one of the systemic vessels and the 
side of one of the main pulmonary vessels. The operation is indicated only in cases 
in which the primary difficulty is lack of circulation to the lungs. It is possible 
only provided that there is a pulmonary artery to which to anastomose the systemic 
artery, that the pressure in the systemic artery is higher than in the pulmonary 
artery and, finally, that the size and the structure of the heart are such that it can 
tolerate the altered circulation. Fluoroscopy aids in the determination of the 
size and structure of the heart. The heart should not be enlarged. There should 
be no fulness of the pulmonary conus and no pulsations in the pulmonary fields. 
Usually there is an absence of hilar shadows. However, in patients with extensive 
collateral circulation these shadows may become pronounced, but they are composed 
of an aggregate of fine shadows and never show expansile pulsations. 

The factors influencing selection of patients are (1) the age and the size of 
the patient, (2) the severity of the anoxemia and (3) the height of the red blood 
count, the hemoglobin content and the hematocrit reading. 

The optimum age is between 5 and 10 years. The use of the subclavian artery 
for the anastomosis is sounder and a far less dangerous operation than is the use 
of the innominate. The subclavian artery in an infant is always extremely small ; 
therefore it is almost always necessary to use the innominate artery; hence opera- 
tion is not indicated in infancy unless it appears that the infant is going to die. 

If, however, the patient is in danger of dying of anoxemia early operation is 
clearly indicated. Attacks of dyspnea are common and are often severe when 
the patient is between 4 and 18 months of age. Prolonged syncope is an indication 
for operation. 

The degree of incapacity varies greatly. With an oxygen saturation of the 
arterial blood of 30 per cent most children can walk only a few feet. With an 
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oxygen saturation of 20 to 25 per cent few can walk at all. When the saturation is 
below 20 per cent there is cause for great concern, 

The height of the red blood count, the hemoglobin content and the hematocrit 
‘reading are important factors in the selection of cases. If the patient has a red 
blood cell count of 8,000,000 or 10,000,000, or a hematocrit reading of 70 to 80 mm. 
he is in great danger of cerebral thrombosis. For such children operation is 
indicated. Inasmuch as dehydration increases the danger of thrombosis, prior to 
operation these children should receive 1 or 2 quarts (946 to 1,892 cc.) of liquid 
a day. 

Results of operation are an immediate improvement in the patient’s color, a 
prompt rise in oxygen saturation of arterial blood and a gradual fall in the red 
blood cell count, the hemoglobin content and the hematocrit reading, the gradual 
disappearance in clubbing of extremities and a great increase in tolerance of 
exercise. The heart is not normal. There is a loud continuous murmur, but the 
patient looks like a normal person and can measure his activity in terms of 
walking not a few feet but miles. 





Book Reviews 


Motor Disorders in Nervous Diseases. By Ernst Herz, M.D., and Tracy J. 
Putnam, M.D. Price, $3. Pp. 184, with 249 figures and an appendix. New 
York: King’s Crown Press, 1946. 


This book is meant to be a syllabus for study before and after seeing ten 
teaching motion pictures which show the motor disorders of patients. With the 
addition of a large number of pictures, drawings and illustrations, it is a small 
atlas. 

For the book, the motor disorders and the roentgenograms are divided into 
ten groups, as follows: abnormal involuntary movements, disorders of gait, dis- 
orders of coordination, muscle status, reflexes, skilled acts, oculomotor disorders, 
facial palsy, disorders of the vestibular system, and disorders of the motor 
trigeminal, spinal accessory and hypoglossal nerves. Each of these roentgenograms 
may be purchased separately. 

This is a valuable book both with and without the roentgenograms. 


Yearbook of Industrial and Orthopedic Surgery 1945. Charles F. Painter, 
M.D., Editor. Practical Medicine Series. Price, $3. Pp. 432, with 225 
illustrations. Chicago: The Year Book Publishers, Inc., 1946. 


Dr. Charles Painter has well edited this 1945 edition, with current articles 
of interest to the pediatrician and the general surgeon as well as to the orthopedic 
and industrial surgeons. Considerable space is given to the subjects of arthritis, 
osteomyelitis and infantile paralysis. The editor is encouraging to the many 
authors whose articles are presented, yet in the fine print throughout the book 
are found valuable advice and warnings in regard to the various methods of 
treatment advocated. 

The well illustrated articles and the editor’s notes, if studied carefully, will 
repay the reader of this worth while résumé of fracture, orthopedic and industrial 
surgical problems that have been encountered in the Army, in civilian life and 
in the manufacture of chemicals and war equipment. 


Handbook on Diseases of Children. Fourth edition. By Norman Bruce 
Williamson, M.D. Price, $4.50. Pp. 364, with 81 illustrations. Baltimore: 
The Williams & Wilkins Company, 1945. 


This pocket size handbook contains twenty-nine chapters, an adequate index 
and many excellent illustrations. The color plates of cutaneous rashes of 4 of 
the “common fevers of childhood” are fairly good. The text has been revised and 
new illustrations added. 

Much of the field of pediatrics is covered. The description of diseases and 
of treatment is brief, with little or no consideration given to differential diagnosis. 
Some of the suggested methods for management of diseases and of infant feeding 
will be foreign to readers of this country. A brief formulary has been included, 
with particular attention given to the sulfonamide compounds and to penicillin. 

This handbook may be recommended to practitioners and to students as a 
handy reference. 





Directory of Pediatric Societies * 


INTERNATIONAL 


INTERNATIONAL ASSOCIATION OF PREVENTIVE PEDIATRICS 


President: Prof. S. Monrad, Dronning Louises B¢rnehospital, Copenhagen, 
Denmark. 
Secretary: Dr. Daniel Oltramare, 15 Rue Lévrier, Geneva, Switzerland. 


INTERNATIONAL CONGRESS OF PEDIATRICS 


President: Dr. Henry F. Helmholz, Mayo Clinic, Rochester, Minn. 
Secretary-General: Dr. L. Emmett Holt Jr., 477 First Ave., New York 16. 


Canadian Committee: 
Chairman: Dr. Alan Brown, Hospital for Sick Children, 67 College St., Toronto 2. 
Secretary: Dr. S. G. Ross, 1390 Sherbrooke St. W., Montreal. 
Place: New York. Time: Sept. 16-19, 1947. 
INTERNATIONAL CONGRESS FOR THE PROTECTION OF INFANCY 


Secretary: Prof. G. B. Allaria, Corso Bramante 29, Torino 120, Italy. 


SAVE THE CHILDREN INTERNATIONAL UNION 


President: Mrs. Gordon Morier. 
Secretary: Dr. Georges Thélin, 43 Quai Wilson, Geneva, Switzerland. 


FOREIGN 


ARGENTINE PEDIATRIC SOCIETY OF BUENOS AIRES 


President: Dr. Martin Ramén Arana, 1809 Rodriguez Pefia, Buenos Aires. 
General Secretary: Dr. Alfredo Larguia, Cerrito 1179, Buenos Aires. 


AssociacAo PAuLISTA DE MEDICINA, SECCAO DE PEDIATRIAS ’ 


President: Dr. Vicente Lara. 

First Secretary: Dr. Armando de Arruda Sampaio. 

Second Secretary: Dr. Luiz Augusto Monteiro Toledo, Av. Brigadeiro Luiz 
Antonio 393, 1° Andar, Sao Paulo, Brazil. 

Time: Twelfth of every month, 8: 30 p. m. 


BRITISH PAEDIATRIC ASSOCIATION 


President: Prof. G. B. Fleming, 13 Lynedoch Crescent, Glasgow. 
Joint Secretary: Prof. Alan Moncrieff and Dr. Donald Paterson, Hospital for Sick 


Children, Great Ormond St., London, W. 1. 
DanisH Pepratric Society 
President: Dr. E. Lenstrup, Copenhagen. 
Secretary: Dr. Gjgrup, Dronning Louises B¢grnehospital, Copenhagen. 
NEDERLANDISCHE VEREENIGING VOOR KINDERGENEESKUNDE 


President: Dr. J. L. Keyzer, 114 St. Josephstr., Tilburg. 
Secretary: Dr. H. Reerink, 2B Paul Krugerstr., Arnheim. 
Place: Children’s Hospital or Pediatric Clinic. Time: Three times a year. 


* Secretaries of societies are requested to furnish the information necessary to 
make this dist complete and to keep it up to date. 
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DIRECTORY 


PALESTINE JEWISH MepIcAL ASSOCIATION, SECTION OF PHYSICIANS OF 
CHILDREN’S DISEASES 


President: Prof. L. F. Meyer, 29 Toelsohn St., Tel Aviv. 
Secretary: Dr. A. Briinn, 9 Maazestre, Tel Aviv. 


Royat Society oF MEDICINE, SECTION FOR THE STUDY OF 
DISEASES IN CHILDREN 


President: Prof. Norman Capon, 49A Rodney St., Liverpool, England. 
Secretary: Dr. J. N. O’Reilly, 46 Harley St., London W. 1, England. 
Place: 1 Wimpole St., London. Time: Fourth Friday of each month, 4:15 p. m. 


SociEDAD BoLIvIANA DE PEDIATRIA 


President: Dr. Ernesto Trigo Pizarro. 
Secretary: Dr. Carlos Ferrufino, Casilla 272, La Paz, Bolivia. 
Place: La Paz, Bolivia. 

SocrepaD CUBANA DE PEDIATRIA 


President: Dr. Teodosio Valledor, Habana. 

Secretary: Dr. Carlos Hernandez Miyares, Hospital Nuestra Sefiora de las Mer- 
cedes L y 21, Apartado 2430, Habana. 

Place: Catedra de Clinica Infantil, Hospital Nuestra Sefiora de las Mercedes y 
Hospital Municipal de Infancia, Habana. Time: Last Wednesday of every 
month. 

SocrepAD ECUADORIANA DE PEDIATRIA 


President: Dr. Francisco de Icaza Bustamente. 
Secretary: Dr. M. I. Gémez Lince, P. O. Box 693, Guayaquil. 


SocreEDAD MEXICANA DE PEDIATRIA 


President: Dr. Luis Berlanga Berumen, Bucareli No. 85, Altos, Mexico. 
Secretary: Dr. Jésus Alvarez de los Cobos, Ignacio Mariscal 124, Mexico. 


SOcIEDAD DE PEpIaTRiA DE CORDOBA 


President: Dr. Juan Francisco Herrera, Cérdoba, Argentina. 

Secretary: Dr. Bernardo Serebrinsky, Dean Funes 2000, Esq. Ocafia (N.), Cérdoba, 
Argentina. 

Place: Comite pro Defenso del Nifio, Dean Funes 2000, Cordoba, Argentina. 
Time: Once a month. 


SocIEDAD DE PEDIATRIA DEL LITORAL 


President: Dr. Jose E. Celoria, Hospital Centenario, Rosario, Argentina. 
Secretary: Dr. Gloria Lovell, Hospital Centenario, Rosario, Argentina. 


SocIEDAD DE PEDIATRIA DE SANTIAGO DE CUBA 


President: Dr. Antonio Béguez César, Sagarra 107, Santiago de Cuba. 
Secretary: Dra. Susana Texdé Vaillant, Padre Pico 57, Santiago de Cuba. 
Place: Colegio Médico. Time: Last Tuesday of every month. 


SOCIEDAD VENEZOLANA DE PUERICULTURA Y PEDIATRIA 


President: Dr. Pedro J. Alvarez. 
Secretary: Dr. Ernesto R. Figueroa, 3a Avenida 10, Bella Vista, Caracas. 
Place: Hospital Municipal de Nifios Jose Manuel de los Rios, Caracas. 


Société pe PEépIATRIE DE Paris 


President: Dr. Leveuf, Paris, France. 

Secretary: Dr. Jean Hallé, 10 bis Rue Pré aux Clercs, Paris, France. 

Place: Hépital des Enfants Maladies, 149 Rue de Sévres. Time: 4:30 p. m., third 
Thursday of every month. 
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SwepisH Mepicat Socrety, SecTION For PEDIATRICS AND SCHOOL HYGIENE 
President: Prof. Arvid Wallgren, 53 Strandvagen, Stockholm. 
Secretary: Dr. Henning Magnusson, 58 Odengatan, Stockholm. 
Place: Various clinics and hospitals in Stockholm and Uppsala. Time: Second 
Friday of each month (except summer). 


UruGuayANn Society oF PEDIATRICS 


President: Dr. Jose Bonaba, Montevideo. 
Secretary: Dr. Héctor Fossatti, Durazno 1882, Montevideo. 
Place: Club Medico del Uruguay, Avenida Agraciado 1464 (Piso 13), Montevideo. 


NATIONAL 
AMERICAN MEDICAL ASSOCIATION, SCIENTIFIC ASSEMBLY, 
SECTION ON PEDIATRICS 
Chairman: Dr. John Aikman, 184 Alexander St., Rochester, N. Y. 
Secretary: Dr. Gilbert J. Levy, 188 S. Bellevue Blvd., Memphis, Tenn. 
AMERICAN ACADEMY OF PEDIATRICS 
President: Dr. Jay I. Durand, 515 Cobb Bldg., Seattle, Wash. 
Secretary: Dr. Clifford G. Grulee, 636 Church St., Evanston, Ill. 
AMERICAN HospitaL ASSOCIATION, MASSACHUSETTS HosPITAL ASSOCIATION 


Chairman: Dr. Frank Wing, Boston. 
Secretary: Dr. W. Franklin Wood, McLean Hospital, Waverly 79, Mass. 


. 


AMERICAN PEDIATRIC SOCIETY 


President: Dr. Harold K. Faber, 2361 Clay St., San Francisco. 
Secretary-Treasurer: Dr. Henry G. Poncher, 1819 W. Polk St., Chicago 12. 


CANADIAN SOCIETY FOR THE STUDY OF DISEASES OF CHILDREN 


President: Dr. H. S. Little, 300 Dufferin Ave., London, Ontario. 
Secretary-Treasurer: Dr. Elizabeth Chant Robertson, 67 College St., Toronto 2. 


Soctety FoR PEDIATRIC RESEARCH 


President: Dr. Mitchell I. Rubin, 219 Bryant St., Buffalo 9, N. Y. 
Secretary: Dr. Robert Ward, Bellevue Hospital, New York 16. 


SECTIONAL 


INTERMOUNTAIN PEDIATRIC SOCIETY 

President: Dr. Wesley H. Anderson, 2404 Washington Blvd., Ogden, Utah. 
Secretary-Treasurer: Dr. F. M. Kriete, State Capitol, Salt Lake City. 
Place: Salt Lake City General Hospital. Time: First Thursday of each month, 

8 p. m. 

New Encianp Pepratric Society 

President: Dr. James Marvin Baty, 1101 Beacon St., Brookline, Mass. 
Secretary-Treasurer: Dr. Charles D. May, 300 Longwood Ave., Boston. 
Place: Boston Medical Library. Time: Three meetings a year, occurring from 

September to May. 


NortH Paciric Pepratric Society 


President: Dr. Percy Guy, 502-2d Ave., Seattle, Wash. 
Secretary: Dr. Aldis B. Johnson, 515 Cobb Bldg., Seattle, Wash. 


NorRTHWESTERN PeEpratric SOcIETY 
President: Dr. George Kimmel, Redwing, Minn. 
Secretary-Treasurer: Dr. Northrop Beach, 1009 Nicollet Ave., Minneapolis. 
Place: Minneapolis, St. Paul, Duluth and Rochester. Time: January, April, July 
and October. 





DIRECTORY 


Rocky MounrTAIN PepIatTRIc SOCIETY 


President: Dr. G. R, Fisher, 23 E. Pikes Peak Ave., Colorado Springs, Colo. 
Secretary: Dr. Joseph H. Lyday, 1850 Gilpin St., Denver 2. 


SOUTHERN MEDICAL ASSOCIATION, SECTION OF PEDIATRICS 


Chairman: Dr. Stewart H. Welch, 117 S. 20th St., Birmingham 5, Ala. 
Secretary: Dr. W. Ambrose McGee, 1601 Monument Ave., Richmond 20, Va. 


STATE 


ALABAMA PEDIATRIC SOCIETY 


President: Dr. Jerome C. Chapman, 2160 Highland Ave., Birmingham. 
Secretary-Treasurer: Dr. Ruth Berrey, 2021-6th Ave. N., Birmingham. 


ARIZONA PEDIATRIC SOCIETY 


President: Dr. W. P. Sherrill, 342 W. McDowell Rd., Phoenix. 
Secretary: Dr. W. F. Schoffman, 926 E. McDowell Rd., Phoenix. 
Place: Phoenix or Tucson. Time: At time of state meeting. 


ARKANSAS STATE PEDIATRIC ASSOCIATION 


Chairman: Dr. C. B. Billingsley, 1425 N. 11th St., Fort Smith. 
Secretary: Dr. R. E. Weddington, 1425 N. 11th St., Fort Smith. 


CALIFORNIA STATE MEDICAL Society, SECTION ON PEDIATRICS 


Chairman: Dr. Charles W. Leach, 2000 Van Ness Ave., San Francisco 9. 
Secretary: Dr. Chester I. Mead, 1930 Truxton Ave., Bakersfield. 


FLoripA STATE PEDIATRIC SOCIETY 


President: Dr. Councill Rudolph, 103-5th St. S., St. Petersburg. 
Secretary: Dr. Robert Blessing, 409 Blount Bidg., Ft. Lauderdale. 
Place: Concurrent with state association convention and fall meeting. 


GeorGcIA Pepiatric Society 


President: Dr. Alton Johnson, 102 E. Central Ave., Valdosta. 
Secretary-Treasurer: Dr. Don F. Cathcart, 478 Peachtree St. N. E., Atlanta. 
Place: Atlanta. Time: At time of annual state meeting. 


HEZEKIAH BEARDSLEY PeEpIATRIC CLUB OF CONNECTICUT 
President: Dr. David Gaberman, 1179 Allyn St., Hartford, Conn. 
Secretary: Dr. Herman Yannet, Southbury Training School, Southbury. 

Ittrno1is STATE MEDICAL SocrEty, SECTION ON PEDIATRICS 
Chairman: Dr. Craig D. Butler, 715 Lake St., Oak Park. 
Secretary: Dr. A. J. Fletcher, 139 N. Vermilion, Danville. 

INDIANA STATE PEDIATRIC SOCIETY 

President: Dr. K. T. Knode, 1105 E. Jefferson Bldg., South Bend. 


Secretary-Treasurer: Dr. Matthew Winters, 621 Hume Mansur Bldg., Indianapolis. 


Time: Two meetings a year. 


Iowa Pepratric SOCIETY 
President: Dr. Arnold M. Smythe, 406-6th Ave., Des Moines. 
Secretary-Treasurer: Dr. James Dunn, 414 Blackhawk Hotel, Davenport. 
LouIsIANA STATE PEDIATRIC SOCIETY 
President: Dr. S. George Wolfe, 1560 Line Ave., Shreveport. 


Secretary-Treasurer: Dr. W. C. Rivenbark, 1448 Louisiana Ave., New Orleans 15. 
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Mepicat Society or State or New York, SECTION ON PEDIATRICS 


Chairman: Dr. Carl H. Laws, 12 Pierrepont St., Brooklyn, N. Y. 
Secretary: Dr. George R. Murphy, 292 Madison Ave., New York. 


MepicaL Society OF THE STATE OF PENNSYLVANIA, PEDIATRIC SECTION 


Chairman: Dr. Elwood W. Stitzel, 403 Central Trust Bldg., Altoona, Pa. 
Secretary: Dr. P. F. Lucchesi, Philadelphia Hospital, Philadelphia. 


Micuican State Mepicat Socrety, Pepiatric SEcrion 
Chairman: Dr. Donald J. Barnes, 3001 W. Grand Blvd., Detroit, Mich. 
Secretary: Dr. Mark F. Osterlin, Central Michigan Children’s Clinic, Traverse 
City. 
Mississipp1 STATE PEDIATRIC SocIETY 


President: Dr. Harvey F. Garrison Jr., 315 E. Capitol Pl., Jackson. 
Secretary: Dr. Guy Verner, 126 N. Congress St., Jackson. 


NEBRASKA PeEpIATRIC SOCIETY 


President: Dr. Paul N. Morrow, 1614 Medical Arts Bldg., Omaha 2. 

Secretary-Treasurer: Dr. Michael Crofoot, 1407 Medical Arts Bldg., Omaha 2. 

Place: As announced by committee. Time: Third Thursday of each month from 
October to June, inclusive. Dinner at 6 p. m. 


New Mexico State Pepratric Society 


President: Dr. M. K. Wylder, 221 W. Central Ave., Albuquerque. 
Secretary-Treasurer: Dr. Ly Werner, 221 W. Central Ave., Albuquerque. 


North Carotina Pepratric Society 


President: Dr. Charles R. Bugg, Professional Bldg., Raleigh. 
Secretary: Dr. Charles F. Williams, 817 Hillsboro St., Raleigh. 


NorTHERN CALIFORNIA PEDIATRIC SOCIETY 


President: Dr. Edith M. Meyers, 431-30th St., Oakland. 
Secretary: Dr. A. L. Gleason, 411-29th St., Oakland 9. 
Place: San Francisco. Time: Second Thursday of February, April, Siiiisihes 
and November. 
OKLAHOMA STATE Pepratric Society 
President: Dr. J. B. Snow, 625 N. W. 10th St., Oklahoma City. 
Secretary: Dr. Bertha Levy, 1200 N. Walker St., Oklahoma City. 
Place: With Oklahoma State Medical Association. Time: Annyal Meeting. 


SoutH CaroLinaA Pepratric Society 


President: Dr. George D. Johnson, Spartanburg. 
Secretary-Treasurer: Dr. B. O. Ravenel, Roper Hospital, Charleston. 


TENNESSEE PEDIATRIC SOCIETY 


President: Dr. F. T. Mitchell, 376 S. Bellview, Memphis. 
Secretary-Treasurer: Dr. W. O. Vaughan, 2103 Hayes St., Nashville 5. 
Time: Second Monday in April. 


Texas Pepratric Society 
President: Dr. Max Woodward, 202 N. Travis St., Sherman. 
Secretary-Treasurer: Dr. John E. Ashby, 3610 Fairnmiount Ave., Dallas 4. 
Viecinta Pepiatric Society 


President: Dr. Emily Gardner, 1100 W. Franklin St., Richmond 20. 
Secretary: Dr. Louise Galvin, 214 S. Boulevard, Richmond 21. 





DIRECTORY 


West Vircinia State Mepicat Society, Secrion on Pepratrics 


President: Dr. Jack Basman, 1021 Quarrier St., Charleston. 
Secretary: Dr. Harry E. Baldock, Medical Arts Bldg., Charleston. 


LOCAL 


ACADEMY OF MEDICINE OF CLEVELAND, PEDIATRIC SECTION 


Chairman: Dr. J. I. Hartman, 10515 Carnegie Ave., Cleveland. 

Secretary: Dr. Alexander N. Freed, 2012 W. 25th St., Cleveland. 

Place: Cleveland Medical Library Bldg. Time: 8:15 p. m., October, December, 
February and April. 


ACADEMY OF MEDICINE, TorRONTO, SECTION OF PEDIATRICS 


President: Dr. J. H. Ebbs, 13 Queen’s Park, Toronto, Canada. 
Secretary: Dr. J. F. McCreary, 170 St. George St., Toronto, Canada. 
Place: Academy of Medicine. Time: 8:30 p: m., third Thursday of each month. 


Battrmore City Mepicar Society, Pepiatric SECTION 


Chairman: Dr. Charles O’Donovan Jr., 5 E. Read St., Baltimore. 
Secretary: Dr. T. Campbell Goodwin, 16 E. Biddle St., Baltimore. 


Bronx Pepratric Society 


President: Dr. Harry S. Pizer, 1726 Davidson Ave., New York. 

Secretary: Dr. Nathan M. Greenstein, 1488 Metropolitan Ave., New York. 

Place: Morrisania City Hospital. Time: 8:30 p. m., second Wednesday of each 
month, except June, July, August and September. 


BrooKLYN ACADEMY OF PEDIATRICS 


President: Dr. Lambert Krahulik, 14 Sidney Pl., Brooklyn. 

Secretary: Dr. Joseph Battaglia, 713 Bushwick Ave., Brooklyn 21. 

Place: Granada Hotel. Time: 8:45 p. m., fourth Wednesday of February, March, 
April, May and November. 


BuFFALoO PepiaTRIC SOCIETY 


President: Dr. Douglas P. Arnold, 159 Bidwell Parkway, Buffalo, N. Y. 

Secretary: Dr. Richard A. Downey, 786 Forest Ave., Buffalo 9, N. Y. 

Place: Children’s Hospital, 219 Bryant St. Time: 8:30 p. m., first Monday of 
each month from September to June. 


(CENTRAL New York Pepratric CLus 


President: Dr. Arthur W. Benson, 2 St. Paul St., Troy. 
Secretary: Dr. Frank J. Williams, 58 S. Swan St., Albany. 
Places: Various cities in New York. Time: Third Tuesday of April and October. 


Cuicaco Peprtatric Society 


President: Dr. Joseph Greengard, 4753 Broadway, Chicago 40. 

Secretary: Dr. Alvah L. Newcomb, 723 Elm St., Winnetka, III. 

Place: Children’s Memorial Hospital, 710 Fullerton Ave. Time: Third Tuesday 
of each month, October to May inclusive. 


CINCINNATI PepIaTRIc SOCIETY 


President: Dr. Leo S. Friedman, 666 Rockdale Ave., Cincinnati 29. 
Secretary: Dr. George Renner, 3144 Jefferson Ave., Cincinnati. 
Place: Children’s Hospital, Elland Ave., Cincinnati. Time: On call. 
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Da.ias Pepratric Society 


President: Dr. O. René Caillet, 4325 Cole Ave., Dallas, Texas. 

Secretary-Treasurer: Dorothy Wyvell, Bradford Memorial Hospital for Babies, 
Texas. 

Place: Children’s Medical Center. Time: 1 p. m., third Saturday and 8: 30 p. m., 
the first Thursday of each month. 


Detroit PepIaTRIC SOCIETY 


President: Dr. Otto Grob, 651 Fisher Bldg., Detroit 2, Mich. 
Secretary: Dr. Harold B. Rothbart, 773 Fisher Bldg., Detroit 2, Mich. 
Place: Variable. Time: Third Wednesday of each month. 


Houston Pepratric Society 


President: Dr. Raymond Cohen, 2300 Caroline St., Houston, Texas. 
Secretary: Dr. Betty Moody, 526 Richmond Rd., Houston, Texas. 
Place: River Oaks Country Club. Time: 7: 30 p. m., fourth Monday of each month. 


Kansas City (Missouri) Pepratric Society 


President: Dr. Harry M. Gilkey, 1624 Professional Bldg., Kansas City. 
Secretary: Dr. Leland Speer, 1022 Parkway, Kansas City. 
Place: Kansas City General Hospital. Time: On call. 


KNOXVILLE-OAK R1pGE PEDIATRIC SOCIETY 


President: Dr. Henry S. Christian, 205 Medical Arts Bldg., Knoxville, Tenn. 
Secretary: Dr. John Eggleston, Oak Ridge Hospital, Oak Ridge, Tenn. 


Los ANGELES County MEpICcAL ASSOCIATION, PEDIATRIC SECTION 


President: Dr. Albert L. Hill, 1401 S. Hope St., Los Angeles. 

Secretary-Treasurer: Dr. Robert Simonds, 1925 Wilshire Blvd., Los Angeles. 

Place: Los Angeles County Medical Headquarters, 1925 Wilshire Blvd. Time: 
Second Monday of February, April, June, October and December. 


MEDICAL SOCIETY OF THE COUNTY OF KINGS AND THE ACADEMY OF MEDICINE OF 
Brook.iyn, Pepratric SECTION 


President: Dr. Henry Rascoff, 895 Eastern Parkway, Brooklyn. 

Secretary: Dr. Harold Levy, 750 St. Marks Ave., Brooklyn. 

Place: 1313 Bedford Ave., Brooklyn. Time: 9:00 p. m., fourth Monday of each 
month. 


MEDICAL SocIETY OF THE COUNTY OF QUEENS, INC., SECTION ON PEDIATRICS 


Chairman: Dr. Meyeron Coe, 217-02-9lst Ave., Queens Village, N. Y. 

Secretary-Treasurer: Dr. Louis Appel, 143-42 Cherry Ave., Flushing, N. Y. 

Place: Queens County Medical Bldg., Forest Hills, N. Y. Time: Third Monday 
of October, January, March and May. 


MeEpIcaL Society OF THE District OF CoLUMBIA, SECTION ON PEDIATRICS 


President: Dr. John Washington, 2203 Wyoming Ave., Washington, D. C. 

Secretary-Treasurer : Dr. George Maksim, 1418 Good Hope Rd. S.E., Washington, 
Ds 

Place: Medical Society Bldg., 1718 M St. N. W. Time: 8 p. m., third Thursday 
of October, January, March and May. 


MEMPHIS PeEp1aTric SOCIETY 


President: Dr. Kinsey M. Buck, 1193 Madison Ave., Memphis, Tenn. 
Secretary-Treasurer: Dr. Barton Etter, 1024 Madison Ave., Memphis, Tenn. 





DIRECTORY 


MILWAUKEE PeEpratric SOCIETY 


President: Dr. G. H. Fellman, 231 W. Wisconsin Ave., Milwaukee. 
Secretary-Treasurer: Dr. R. P. Showalter, 411 E. Mason St., Milwaukee 2. 


Place: Milwaukee Children’s Hospital. Time: Second Wednesday in February, 
April, June, October and December. 


New YorK ACADEMY OF MEDICINE, SECTION OF PEDIATRICS 


Chairman: Dr. Robert O. Du Bois, 122 E. 76th St., New York. 
Secretary: Dr. Harold W. Dargeon, 1095 Park Ave., New York. 


Place: New York Academy of Medicine, 2 E. 103d St. Time: Second Thursday 
of each month from November to May, inclusive, 8: 30 p. m. 


OKLAHOMA City Pepratric Society 
President: Dr. J. B. Snow, 625% N. W. 10th St., Oklahoma City. 
Secretary: Dr. Bertha Levy, 1200 N. Walker St., Oklahoma City. 
Place: Oklahoma Club. Time: Third Thursday of each month. 


PHILADELPHIA PEDIATRIC SOCIETY 
President: Dr. Waldo E. Nelson, Temple University School of Medicine, Phila- 
delphia. 
Secretary: Dr. Sherman Little, 1740 Bainbridge St., Philadelphia 46. 


Place: College of Physicians, 19'S. 22d St. Time: 8:30 p. m., second Tuesday 
in October, December, February and April. 


PittsBURGH PEDIATRIC SOCIETY 
President: Dr. Elwood Stitzel, 403 Central Trust Bldg., Altoona, Pa. 


Secretary-Treasurer: Dr. C. J. Stoecklein, Medical Arts Bldg., Pittsburgh 13. 


Place: Pittsburgh Academy of Medicine. Time: Second Friday in October, 
December, February and April. 


RICHMOND PEDIATRIC SOCIETY 
President: Dr. Edwin L. Kendig Jr., 828 W. Franklin St., Richmond 20, Va. 
Secretary-Treasurer: Dr. Thomas S. Chalkley, 1200 E. Broad St., Richmond, Va. 
Place: Medical College Hospital. Time: 8 p. m., third Thursday of each month, 

except June, July and August. 

ROCHESTER PEDIATRIC SOCIETY 
President: Dr. William L. Bradford, 260 Crittenden Blvd., Rochester 7, N. Y. 
Secretary-Treasurer: Dr. Donald D. Posson, 222 Chili Ave., Rochester 11, N. Y. 
Place: Rochester Academy of Medicine or arrangement by program committee. 
Time: Third Friday of each month from October to May. 


St. Louis Pepratric Society 
President: Dr. Joseph C. Jaudon, 337 N. Euclid Ave., St. Louis. 
Secretary-Treasurer: Dr. Gilbert B. Forbes, 500 S. Kingshighway, St. Louis 10. 
Time: Second Thursday of each month from October to May, inclusive. 


SEATTLE PEDIATRIC SOCIETY 


President: Dr. Norman W. Murphy, 1300 Madison St., Seattle 4. 
Secretary: Dr. David M. Harris, 630 Medical Arts Bldg., Seattle 1. 


Place: College Club. Time: Third Friday of each month from September to June 
at 6:30 p. m. 
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SOUTHWESTERN PEDIATRIC SOCIETY 


President: Dr. Robert J. Dostal, 710 Wilshire Blvd., Santa Monica, Calif. 
Secretary: Dr. H. M. Van Dyke, 541 E. Broadway, Long Beach, Calif. 


Place: University Club of Los Angeles. Time: 6:30 p. m., first Wednesday in 
January, March, May, September and November. 


UNIVERSITY OF MICHIGAN PEDIATRIC AND INFECTIOUS DISEASE SOCIETY 


President: Dr. Park Bradshaw, Muskegon, Mich. 
Secretary: Dr. Harry A. Towsley, 1313 E. Ann St., Ann Arbor, Mich. 


WESTCHESTER County MeEpicat Society, Pepratrics Section (New York) 
President: Dr. John B. Ahouse, 27 Ludlow St., Yonkers, N. Y. 
Secretary-Treasurer: Dr. Elvira Ostlund, 64 Highland Rd., Rye, N. Y. 


Place: Hospitals of Westchester County. Time: Third Thursday in November, 
January, March and May. 





